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Abstract not available for JP 8507075 (T) 

Abstract of corresponding document: WO 9418954 (A1) 

In accordance with the present invention, there are 
provided compositions useful for the in vivo delivery 
of a biologic, wherein the biologic is associated with 
a polymeric shell formulated from a biocompatible 
material. The biologic can be associated with the 
polymeric shell itself, and/or the biologic, optionally 
suspended/dispersed in a biocompatible dispersing 
agent, can be encased by the polymeric shell. In 
another aspect, the biologic associated with 
polymeric shell is administered to a subject, 
optionally dispersed in a suitable biocompatible 
liquid. 
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0 . 

J = O , S % N . P, A 1 iiitliSitl. 1 ), 

a = 1 , 2. 3Jfca4t» l ). fit 

b = 2(2flS<0Jc0*^->"CfcS*»,ifc{± 

3 ( 3 fiffico J <Di§£- ) . 
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-7* y , ^ ? ^ y . ¥ =7 > J± ( gel lan gum) , ^?l/n//My ( sc 

leroglucan) „ Jfcfc«;£ft&OffS<02oJa±Offlit^J:9aiKSit6. ±E« 

22. II^JSl5lcieSJO««!Bj-C$>^-C, , ^fOSIfej: 
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[ ft HJ <o m ffl * Si <fl 1 

**9itt . £ wit an ( biologies) <r>4 yt-xmrnizm? & . 1 ooaiteisv* 

T „ &ft!UNIi« 0 WLMKZtlZmftlr®. (polymeric shell 

) L T v> S . *km$lM&&-fr? m. i L X i> § is J; V/&tzli 

#-c#&. s'j o ® £ & ^ -t . is^-^sic^-g- t^^^u^jfi . ja-ro=5r±*is^tt 
<n m. # + c n m s* s 1 , fti:«i4§<i§. 

WIS, maXX/Bm) l:±9#S«i^M^S. iES=5::£ifii4Mc#£i'i&*i 
■f , #14158 ( AM ft (c lilt g 8 5 ? a ^ ) , £ liUsJc (ftSWJ=<ifi@6~8 
S^dv) , J: V Ha /h « ( * a w « 1 ~ 3 5 ^ a >- ) <r ii £ co 

mssifflflaii , ^< <7>m&*>&m*>m>^vim&z e a ic >i & -s . io-hs? 

n yja±<o* £ § cD8*/Mfii& ( ifiijfc&iisi ) tfmm&lzl?&-$- h b . 
fWlS^IS^tStKtfJ)^ JES JfiL ( "f *=>I!S:X;£ ) ^fflaS<05E<cM S vl 
fc AS* S . ffiot, K« 1 0-1 5$?oyja±<o&^cD«^i&^<0&A«:i8W- 
& It fUf & & . L*>L7~8S?nV5k^<0&^0@$Wli 

Strand) £> (Microspheres-Biomedical Applications, l/^A'^i* (A. Rembaum 
) m. 1 9 3 - 2 2 71> CRCUJI ( 1 9 8 8) ) &^*>Sifrli:*c7>-9-'f 
X(CtS#LTV^Sdi:Srie®t-CV^S. S:-7-y^-h;P (nm) 4> 1 00 nm<0& 

B<o*# $ <o&? ia , fas^o&Af* U v^lW^iMcA 0 . y >^-<85rtT^# 

S ) 
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(#&*£:£#«* (mps) t Lx i>%it>tix^h ) ti 1 ), ®%iz&L&fr t,m 
BSSixS. ®7 s ?oyj; *)±$^%L?tettm&3i1k. ffi eo % mm * lz fit ffi $ ix 
S. tt M a St & tt . &^tt£*U{c JiJSf U^^*ffljm.^flc*wM fflSfiS . ©AS**: 

tt. u*<7>-}jm nm&mt > t»4t s i t *ti 

. £ j: o %mme>ft&aik*3-iz. $r®ratt*ij*fcttxvyi^ 3 ygmfomnw 
«Tt. »«*tT»ftLftunt*tt** ( 0i i a > ?i? 

rt<3>s yfclX , a £ fc J: J: 9 St* 3 ft. T» 

v»i»jKa»-ri£ k*»r* * . *n»« : *4 . 073, 9 4 3ttt> 

»ttttl=8J)f L , IPUyttft. r - u - ? X (pluronics) ( # 'J 7 o tT V V 
S§tt«rW«*>S-**E«U-CV>*. PC TBI^dW O 85/000 1 1* tt. 

tt, 1 0 0 °C~ 1 5 0iC«iMri7*^s Vfc <«*.«* , 1R Oiitf 

=5: $8 & T ffi ^ L . ffittS. y*-<Sfa-^ (Leucuta) £> C International Jou 
rnal of Pharmaceutics. 4 1|: 213-217 (1988) } tt . &3Ett« 

T»IU«a*S!lUft. fti* £ . U- (Lee) 6 C Science. 2 1 

3f:233-235(1981)3 ilf*ffl#ffS4 , 671. 954* tt 

W«fco^TO±iB*a«. **tt*«Oi H Il:lLt^4tf. * * iS tt !Bj H £ 
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ogtr^iaijiisifivh »j •/ ? x ft j; 9 s t* .r t « t- # & ^ . 

su, ttpaai*»*»r'arv^»*. * § < raws *t * . «o T*tt«*e*»w 

&Atf)Bm#«. *8Ftt * ±# 3 •£ S W IB S T 35 »J tf> » it * ft* 

^-fX/U*Wfci8^ft: C^V^XhV ( Kingston) . * 1! # it £1 5 . 0 59, 
6 9 91(1991)). f U7i ySl^fil' (7^a - ( Mathew) £> . J. 
Med.Chem. . 351: 1 4 5 - 1 5 1 1(1 9 9 2 ) )«ISftA*J)5. *itt 

®m#t: m&z^ zmmu . *%wiz^m&<7>vb & tzizft t ^b'^m&<r) 
Mftmmz&m-f £ . -T <D <fc 3 . m #J IS i? <0 n x h £±#$-£ 

LBf Llf M»#fflSI&4it»S3#n::liK§lt#<fc 4 . # HI m it W m ( r ifo i£ ft # ft 
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j * fc« r aim j ) tit, mmizfeL&iz±.%±T3i9}%mmmmi&ftiz 



<oj»»<o«ii*. (c) 4 >v &sto.mm*m&^(r>mm&m. a) tkatum 

, (e) W^HK4'^liS4 fcttBftttll*. fcitf (f) «ftt + *>£*T 

24i*iBfcoiB.*#«M*<oautfc»-^*^»a*»fc«*»#».4it*«**. 

S&fc. £ JUL is J: V £ ft «~ * * f 6# HH « <r> m So. <r> -t * T K , ^-f/uxfcirjf/ 
4^{ii!fflaJS^cofeBi*J^<c#tt-ri,. 

a^coH^^^TTSI^W^ill k 2l3ifc:tfjflar , T 12 <0 ft flk £ W & 

sis. nsfc J: T/mmizmmzmm& ivssit § t » cft<bos«T 

^fS&tt ( non-pyrogenic) ( ~t +£ h *> 0 . 2 5 EU/ ml * jft ) T h h . S t> \Z „ 
5gffS:£#i-&. i <0 J: o &»«0**B*IBA#OJl)l*jRK:*»3:h."t , 
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(12) *#SFp8-5 0707 5 

<D mihfSL CO £. i& Z *i & iz i- h Z k L . $ „ ffi $ ft £ « «: 

Stt^Jfll?S*Mja3!SO^® {C ^ < con Mm (intravenous fluids) ( 

m 

b h- skm T >U7 5 y^)J; ^nn^f KM ) «T fg T h h . ?'JA^nO 

ifcliSrv*. MUlliliJff* bn»*8sT*S**, ft#$:*<oifiL?«#£SS<cftte $ ft 

MkLXii. § £ «cSIS*3Jtf> i 3 =5ri£IJrli§j&**> S . * 
;* # $ *3 J: vmw ) , *3 J: tfffiitf>«it * „ JS •) coi&#fre>°J1%ik't& Z 

ktmm + ttitb. aim <± l «i» « l < 

s^rstftit^tts Mis i v mm > 8 <k<d (t& 

i«s?iii(MRi) j ^uttBA^m ( nmr ) wmco&mu. mxu- 

& . £ *U4©;ffl$iOfl¥«jK#«iJ6T «ftT VM. ^Tfigttfc: J: •) . 
(&£!§•£»::»*) £ ft{i&£S"*T»iXfS3 vb* A -?-8lrJiSS 

(CT) fctttn*. 3H£<oteffl£-C<i. c OB*iaiiliS§^ffl«S<or a h vcoft 

Hmm?$>Z . L *> L . X*83Vb' J .-;5'-|8rJl§£gi:#|=SrrK MRIIiUv 

NMR<oifiii 9 5 43M;:?&jl.$ft*:A*, 
St It E^SMcteffi $ ft £ £ d (c & A: O »i . o^iiStfcS. .1 
« ^ , 5 * X A - ( Lauterbur ) ( Nature . 242^: 190-1911(19 
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(13) - 5 0 7 0 7 5 

7 3) ) iZ X *) ggfS3 ft* . 

v>#/s (^-% hhmftizg.-? ) mm? ztzfrtzn^ju^-ivBiM.^ 

S^S^iS. 7n h y^f u^^<OililfX5 (tesla) ( 1 -f * 

= 10^-7^) Ol*4>t42. 6 MHz^JglftjR-CMJti fctfftHSf S . .1 CO ffi 
il»gfC-{i. ftlt«gOScSt«8-ffiiftSC(RF) M-^^.*s^S:®fiL . fwxtvl 
fa£&#MiRtt<^:fr[«ate&<fb3-£Tfi?iJ3-£l> . RFk;k<08I:, Bbje3ft 
r«*jj =3: *> *=> M 0 , 5a#o # fa & x ■* h . £ <0 

WftS^-T/KOllfctt . 2o<^S*fflS^fflv%TiaB8 3*T.S . T, <il«^^l 

MRI<01oOf)j£|±. Jt*6M¥Bfc;3.5>f*<0lS3#. JS? & £: & i: 
£ =Sr < S £ £ i: tfc S . £ <Ofc*>*tt«tf>»KflU RQft. 

ffl«<Z>3!il?W8*3Efc:l8 bT li. MRlJiXUnytfi-^-Bfif^S 
(CT) i iJ«*tt*»**v^kti6fiTv\4. CTTIi, Xi8J£S§iiB&tf>*# 
li^nyh^xhi^ftSAt, 8Stm&HSffl«&-Cte . < t i> 3 ooHS: 5 
35 » (Tl t 2> fei^gExey««) ##4Ltv»*. 

MRitt. m&*mm<r>®<r)t>-rtf><?)%3®ft¥wmmiz£'). mmcomz 

L. xi^CTttt«lllit*4v^*tl)llBt*ik««t**. £*ifctt«LT 
, c T-<S>xsS{i*I«^»j«Sg<o«^ ^««iS«Al:iSt^Ji h . MRiftftl: 

«|ji!Hj£8ta}-fS£i:#T'#&. 3 M= . MRITttlR*. SHHS. * ® & 
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ssMRiii, & < nm^wm&om&iwm&iz&m z tix . zcowkt 
xa. monism. itmrng.. $bi«m. yy^it, j»*si±jiiLWH 

IFri&MlU *i&M§B. MBIB*. <i>M*|g, « « ife <r if # A 

& CMilf> X — xA'V > t *7 =7 9 (Edelman & Warach) . Medical Progress, 
3 2 81: 7 0 8 - 7 1 61 ( 1 9 9 3 ) ; X — kV ? 9 (Edelman S 

Warach) , New England J. of Medicine, 3 2 8^: 7 8 5 - 7 9 1 1 ( 1 9 9 

3 ) z&m: . 

t?uY>is?1->\,*mmkLX^Z . ftot . B®£ EJJiJ L . # j« & ^ SH US fit 

§(C{±. 2oofgW«rffitt^J,^„ SflJ^^Kte. J> h »t£<D*#^ COT! k 
T 2 tMcom® k itn t X SgM-T h Z k X-h h . Milf. ^K'J^Ayif 
MJ'7S^I9* (Gd-DTPA) <i . jfi^^^^^^roh^TxiSSJ^S 

ar!e-C^i& «* a S afi:?)!©^ * (#Utf. Gd. Mn. fcitfFe) liffi 

J: 0 . flfic7)^raT'{i#^ n^v^j^Bj^-M R I BfiltrtfS £ fc S . 

<s^^)iis^«a8a^«)t5-Esij-rsm 2 o^ma. mf&otztbizm <d#=? (it 
f^^j) zmxi- h <r t -cab s . ^ 2 n s t , m&mzmm l a t 

£ 3 <D * B & # 91*7. S . Cl <0*ffi<0fiJjS{i , ffl 0 * <0 £ g »t ■& Z k % < 

-fk^w«c^^TS> 0 , mmk ) # # a» # & § n s m k 11 ft 

•o X , flS<0rgtt&MRI& ( fl] i. If 7 ••/ 3J§ ) <?)«ffi#*r$fr-e£>S. « * <?> t£ »r B 
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(15) #^F8-5 070 7 5 

m&m. tx^«. mm&iszxs? >v J .-?-mmt&tfi) c 

i5<t*£>*«<DiS:7>y ^^-ffc^S^ffiffl^ie® ?ftt ^* CSPIE, 626. 
XIV/PACS », 1 8- 2 31(1 9 8 6 ) fi»R] . 7vXttfflflEAe 

7;^'3^^iuu5. 2) is#sttt?-y7f o/*<j:aiLtus 

. 3 ) 

. 99 V > MB* W & U is + > ) &S>h , 4) Si3ettAI=R*3b*«&. *> «* 5 ) 

»>f t*ajie:*ffl«r«l*«l*«-9-i . * « ^ <0 a fig . X & 

S*<Bfc»fcM"»£M*tt*flc+.l=*»Sil4 . £ % S 30 O i£ 
&ofc^lc#?&f$<5D«fi£!8j££ffl-t * c t JcJ: 0 . #1 i If jE » * * 

aAS*T*«?Lfex^y-;P*jJ:tX^'Jxhdf^/i-fl:^4LJ*Sr-i-*-r*xv 
3 >- + «0&!f!j»a«l£ &-$•■*-*#£**& < #* (R^tf, (Norton) 
£> » Abstracts of the 2nd National Cancer Institute Workshop on Taxol & T 
axus, September 23-24, 1 99 2**flI).;i0>J:33r&ftl*>glJft4lf«>£: 

^HBJoSllWiBfcfc t , **Wte«v>tm*a's*^ae'>' (Hb) *>*»tt 
coftfiSttJi. iSl:iiia«l:S^t * Z k »<^?;ti:f LTfg)K:I 

as ft*. *^^o^?stt«0A.^ t*>f^fie*«i. # a * * o ir » tt^^e ^ □ 
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(16) #*F8-507075 

# _ gi *> $ & ic jm » ic „ v> -c . w # ^ s «m= _. m m s » s _ ** * 
t,K&. § h\z*ftvft\z&\^x . mmomma «t tjir/fls^ 

6MNJ*SM<o^_%SSJPJ?>_)_Ji; . H £ h V 4 X <r> „ T . fcitfU&Sti 
$k\z X S84^«ffltS £ i: l=«k 9 » ffFHK ft, I* ML 'J > ^IfSi^S: b'com& 

£^_<oi8tt£ tern t . 3tfi : t$a!f<oj__^'c^s^ffla^^s («__. ^^v 

-/U ( taxol ) <Oh h^<OA_W : 5rt5-^»<02 0 0-4 0 0 mg£ § tf> (C . 

2 4#s* i itt» i ~2 u •/ h frcoi&fazmmmA^ & ) izit&tx 

ti 

5&_^S3j<9_^a**rti_f;::5r.&. 

JH» (09* «\ Iff IB . WK, 'J y^'„ J: fl* ) ^imo-f^-s/i/^tf^riliK:* 
* . M * hoWJIttli. Hrt* < re s ) (l«„M(MNP)*t 

nrvtrnm) _• ^ _ -r s o , ffi-^tufu r _}gr_£ss j 

\tti&. r e s w*gp# . ^^m***) \y 

y;t„f_:RE S w «i _ -i? tf . #f_BJi?> $ 7 o y -f A Xco^m 7 y m& 

?i&ft?mt: z <r 1 1 <t o . u v^-^co-f ^ - »r_Tj) s . 

i {i _ £: Lt<oS4ti "3, If * H H» ^ * - it > * «*fr t>it h . Z 
co X o %Bm®iit*K. . (fiamf. „#„_) 

*?_Bfl?) $ 6 H __ Si 8 {_ is . Gd. Mru Fe=5: t' <T> ft fig _ I© -f :* V i* . ^ 
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(17) &at¥8-5 0707 5 

tt»-f * ^ (Mitfr^^vB) izm^t . gmkmr i mmmt lx mm 

x^/py 3 y Kit® t T 3fjett*»rtl± It »*a4>£fhM*f. 3) 
liMN PiRic J: 4 *f|BB<oili#^ a<0SKI= J: 4 . IS^-yf < ( 
09 i. M . IF ML B? 88, Hf * if ) . 4 ) *.<fc JW o » (ffot. r U * ¥ - fit* 
£ jg ^ «T gg ft <o 33 tt£ ) . 5 ) *3S«Pi0>£fc«JW##Sfl'^ 

i & *? 5: JS g # f# £ ft & & # . SrSf t5 I t i:J: 0 , ft fi= & 8? <9 X j£ £ 3SJIH U 

it*t-4^**xv^i;3y.a^ + ^*tJtt!t®«te^eoSS!t%i^i:-5:-^*-r 
h^TftO. D teisS#^ mcomm £ ^ t . AMWlcJiiftO. l-20S?ny<0 

mmftj±<vmm.t u «ot ^ (hud as a (n) <o^:? ? ) . 

13li. TnXf 'J7U7i??-TIiJ1. 7 mMO 2. 3-b'X**;^ 
(2, 3-BPG) X-XkMLtz®*) . 0»Sr-i-4^V^^^Db'y^) 

«9 t - ? £ Ji . IB^t^LtfcS.. 
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(18) #^F8-5 0 7 07 5 

xftwiz&^x . ±mmm (biologic) <7>j >tx mm <otz*>co mm. <m tfs-t 

Jz . 
feStf? 5 ft. 

l*K MBtft. Wsmft. nil*). iAW. S0f«, HffeW, >kM (iSJSl*I) . 

•*'J- (M4*JW) & -5- 3: i: tf> ig B&fc: J: 6 . £M3<I<D £ Stti- S . 

* a ajic ^ -c „ r^^ig^j t \*ommii. mmm&mn (man. mmm 
. fifasas. 61^%®. fitdoso, stissjs^, ttxaai. stsjuuis'j 
. ffiMiss. fitff^^sij, 8if^)«*. feftjmmai, 
^sjcpM^. igavstt^rx. ? ? ^ ^ & j: ) . wmm (mm*. 

* » « *J ^ T » f5?nyj iHiffiill, 1 S >J^-h;KOft(?)l^* 
£ 3 £ S . 

*&W<r>nmiz&\\xm tzfriz^<^frcr> &frmisfrm&W& 
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(19) 1t^F8-5 0 70 7 5 

JC^tJi. £ <D * 7 b K U « * 3t s> X )V 7 4 F ^ <i . * Ml £ 14 

ttn. MiK, Id. iK'MTf b\ * u ^ ^ y f - k , u 5 9 !✓ * * f , 

<* iS tt »?5 « « . -roj^&^fifecoiglli-c&a. xx-f/U. 75 F. x - x & 
fc' <7) fl!i tf) IS <> . ( ^S=5:W«8S*itB^!|?5S±{c#tt-r £ =5: *f ) i@«i&!R?ltI 
nx-frfo-? & Z b 1>X'% h . 
^^*^(i-^*ga* f ^^=5r^^7bK'J^*i^{i^x^7 * Fl^tt, 

fam&iimn t lt z<o x $ %m&£&m-r & z tit-?* & . mw%g&coMiz 

it. T }V7 S y ( 3 5l«yXf va«^tt5 ) . 4 yXV > (6i«yX 
7M>-«*£*-r&) . 's^e^'ob*^ (a 2 ^ 2 a- 7 M:-?| N 6 <I <9 x r 
. r/f-A (8i<0i/Xf-fyllHt5) . ft&^o 

ft&iz{&m-f&<7)izm&i8-m%z<oizmcr>s&it. r >v7 s > t 9 n b- > <n 
•?9n7T-ism<7>mmiz£$>. miz&£titz±vamM 

H & {c , X IV 7 b F 0 )V m £ it it V x )V 7 -f F « 5- # * "f £ fS. X V T + F 

*vy?v a-iv (mat. mmttiitttmrn) . * u b* ~ >p r * 3 - * . * y 
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(20) #3t¥8-5 0 7 07 5 

* 'J T 9 V IV T 5 H . # U t* — ;Pt n U H > & Jf t> . ( x IV y b H 0 )V m & J: 

* p«*fciAtifcft<o) ft 3 s flies. tj<tt^ 

. Mi* (Witf. *HMi, tt&ttK Xtttt. 3 3*«y«i. 

«K t^st^ttu »0S«|*i?) . 4 - 3 0 I«5J)S*|[iFift (111, ISSUst 
ifc»i^F#Sl«-fk** (Witf , n - Hf*^, n-r*^, n -^=*-»f V, ^ 
?n^*if-^ HA'Xy, vtt if ) . l ~3 OMcommm? tlft & Jfttt 

iJfcti^flT/l'3-/KM£lf > * ? * y - £ i: ) . 2-30i<0|{ffi 

. 2-30|»|ltIIfttt47«'** < T U - ^ 4 tt H«x 
-f * (Mitf, y'lf /H-f /K f hnFD7?y^!f) . 1 — 3 om<?> 

co^n y y . OTitfs CH 8 C1, CH 2 C1 2 . CH 2 Cl-CH 2 Cl3r£- ) 3~3 Offiltf) 

* S h y (Mitt* r-tfy. .* f-ArSL + JUjr h > & \£ ) . X V 

T 

)V * v v 7 y 3 - n, ( 09 1 tf , #'jif i/y/ija-*ftjf) , 2 ut £ ft ^ <o 

*>»s6tt?8# * . *»tt<o«v^»afcoa***«*&. £ ft 
(ea-rsiosrB&Jt-s. :®iatti*i»n* , *i'ift», l^. mm 
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(2 1) ^^¥8-5 07 07 5 

is ant £ a & & * . ga^^af-ft t/^r s ; mmm. mmmmit usa<os 

^l:J: K> ±i*mi!r&Mn<Dm&Zfem-?Z<QizJzft%&Tffl®.m? h Z. t J: •? & 9 
, ife^SSJWli^fJWfc^KiSfl-^ ^rtfcS t <oft-C *J 0 . <£LT&<ofi* 

j£L <K i"* * 7 * h'te^-l: I K) <t¥Wlz&m LSfcitZ & & . ( 

S^f^r^/S^WJ: o^iatftS^^) h*&^»i. ^WL&f&fc 

m ( acoustic cavitation) \Z Z tl & A is F lZ J: *) . yAf 

^^ftSSjS^ttBt^F-fe^hUay ( centricon) 7^*^ - (3»»h*7l 

0 

OJfn^^hy) fc: «k 9 tf 3 $ ft , ML*:f£j£flc££tefi»>h$\i&< microbubbl 

es)«. jE&&£S:££**£SiM&i!g«ftfcSS«3ft6. ci^j: 

x/l^/V (Elzone) & ^ # ? V ? - T ff M L , g?^^ X«t^li*«l:«Sn 
( V^iSSiHJ 3 5 ? a v otf'* x^f A'ftlWCgg? <x h ) . .r O # & «fc 9 
#^>ftS&^<0-!7--fXco®li{i, 0. l~205?nyeiJ. $? 3S 3: If 4 X & 
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(22) - 5 0 7 0 7 5 

4X~Zbh. itncotitbiz. I Jill lift 8 5 ? o y T£> 5 . 

x * ^ ^ - (#h56^j) <i, -e-tfo^B-c^geoft^tsjso^-fk^^-^-r * . & 
&<ora&-c£> & . wa8£i@^M*f;fri£<o ; g ; &<o3fi ? « . < SMC l . 

fclifil-1 0 0 077 h /c« 2 (08Itft "3 ft 5 0 — 2 0 07 >y h/cm^tfO^H 

a a (kmc ft 5#oia-c&s . tfmizitiaim&mm».mm^mit. 

t % 0 , r^^x^/i^^iJl/s? s t , <r ft <r> ft IS: JW i: * 

W^L=f- (polymer shell-coated particles) <T> IR ^ # # <o ix & V> . <I ft fcl it L 
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OSHfcSMi. ?S*l:J: OS^J. * <f , 2ocoi8ffccoiacD#®56:fj (Ar) li 
, ffl S T ! "C IJ A r 1 T" ft 0 .. ia«T 2 -CJi A r 2 "Cft 6 . H, T A r i* 1 ** 

flD 3 S T ft <*> 3 . £ itJi'sr * y & x ?- /t, -e n l£ »;: « 3 *tT a *) , 20-CT 

mm&E.tf&ntnx . &m%fe (cavitation bubbles) aymmwx 

9 S . § $> fcS6^W=5r^HM?S<Ofll«Ji . X - - * * j/ K (H0 2 -) 

#t4ut*>-*5. tot, sw^ggitsixs ft zftme>mft\zi^x it. i?jR 

ttgf&g-TS ) fc. aS«cJ:SRB5iR*W^-fl:(RlEti^^^7>fH»-^^)»« 
lz£&ntt=f-<r>$imX'bh) <D 2 o CD 2& iSftt^&tftSti^ coSg^ 

^iR*S:*«-rS. *^WOiSF^^^c0iiSS!<=iS t fc&JKJi . #;0~80 o Cc0iS 
B K ft S „ 
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(24) #^F8-507075 

&£-£7> LTJiifl-^ LT ) . -I o ZtS&lzZl & ii 6 . £ * & 
tUli, xxx/P. x - -f , * * ^ , xiXfA-, 75 H. 2S7 s 

ftffifcliftttfftfyx^-lsy^ya-A') , jK U h* x r JV =J - /V , iK'JtF 
nJfyif;M^^'Jl'-h > # U T 9 U A- £ . ^ijlf /^Jft'/'J V, jK U 
T 7 U )V T 5 H , *n'-/H^o'J KV^ri') . y v K * * * 7 r f- 

3 y y (PC) , * X 7 r ^- i?)VX.9 S —)VT §.> (PE) „ Y ^-i? 

)\,4JisY-)V (PI ) . X7<yJSi'Jy4J:) . s a < W £ tf . »* . in. 
ft; & if ) . !ffyt7«70' . t^n-x. r * * h ^ ^ « 

^§aSr0j£3tf. 1ST (Hitf. o-* y-xA*U-* ) * IBIS $ * 

-5 . *>£i§^t;ii. h 0 fcafcJBj*-* 6 ± il £ ti: SI 
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(2 5) *$*H*8-5 0 7 07 5 

sir* , mmmttzitmmmb Lxmm-tz z t#vt< & . mtts. 4 yxv y 

E G Sr s I#fNC*«8t4:k4iTn. jBtfttffit* £ -f 6 fc P E G{±5?<f 
LXTSftTlz&O* ■Sft^Ukcoi&frZ&jS.i- S . $>&\Ut. PEGIi, («*« 
WLLtzM#<7)-& b LX is&tlh i 0 ) »©m«^f*fc8*t*; b i£X* 

PEGti^fo^fstttcj: oft^fitijo, a > t x t co m m ft m * mm § * 

S ^46teSa^»*teife-^$ixT # (7^f (Abuchowski) t» . J 

. Biol . Chem. . 2 5 2 1: 3578 (1977) D . PEGIiift, >- h* * 

» 2 *® £ LX X: [?'JaV7 ( Klibanov) £> . FEBS Letters, 2 6 8^ 

: 235 (1990) ] . "f % h *> . 3(S1gL*:g63a«0&^<7>PEG<0#A«i, 

$ , Sli-hD7i-;K M/yl/-h ( tresylates) SrifcO^m^teP E 
G 18 # & , HTPEG-Tiy, 7S/8xxf/K b h =y V V , -f - * - ^ * 

t*tfo*^Ettis#*-ej> i. . p e g -fem&ft?mititBmnsft?M <* n. *v> 
n 

ft=?%iz mm-r & z bT *> & . m-ft^i&nmmiz , x^^h^y, r^=¥>s?is 
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(26) *#«¥8-5 0 70 7 5 

•cs h-Qhh o . fifa ^. if . & o & w « ic . <?)#fStJW£2Mt£ 
. mm. ®mm ( j x - ^ y ?m&) . aim ( ^^ft^w^^is? ^rt:^^ 

* fetter ^Tigi&&- if LT OJ&ffl. #ft^<7)lSffi. Sfflx'fy*. 

*J89Itf> 1 o*>*itJ||«fctJ v>T , fra^ J: 5 L£S#^j8«i. BBS 

fflSftS. *ISB8co||JH:«fflStLSaia«tt!|U«<p«i: L X if . ®JSB («i 
if . r-bhT5y7x>-. r^tfyv, 4 y r o 7 x y . ^frt^&zi/zti^ 
co mm fa) . mm&tfx ( ^ ? o r n ^ >■ . x y 7 /t- ;* ^ y . /\ u -b y . 4 y 7 
yh*y7^:*:7y. EK-ffcM&>5: if ) . ttfAl T Hf 5 

Xf-y, *-hf7*y, N7^-9-y<y^^ (traxanox) * if ) „ tfc±!Hj» ( M t 
if. * * t -f is y , XM-rhtOy, ^o^A7x^.n — t7rD^* 
•j y . ryK^'jy, ^-/'Jv, f vnoyy^if) , Si 3 o 3fl ( w if 

, *7 N * * 2"< si' *• . >f 5 7*5 5 y . h 5 / H > 4 ^ ) . StBKJFfB 

imta. VyT- ; JV ( biguanidines) , * /W^t y , * A- * - ^ « & SI 51 * & 

t* ) , mn mm ( m a if , r^*f y^B, -7- 4 * ? ^ y . # y >-* ^ y & ^ 
) . fit s n ffi #J ( W * if , rnr^n-zK r >k 7 x y y . * * r u- y o 

- ;U ( oxyprenolol ) . X 7 x t y % Hr ;H? V 3: if ) . .XTnMKteiit&JS 
X ( fll If , >/y, y\<HP3*f , /y, x * * * * V y . 7 1/F-Vo 

y , rUH-yy. 7/UT-Tn- I- ( fluazacort) & if ) . #Xf n-f Kttttft 
ffi X ( 09* If . OF^^y. -f /7D7 x y . 7 S7i-/> ( ramifenizo 
ne) , tn^y^A^t) s fit $r ± !&J 89 ( 0« If . T I* U T -f S' y , y ? 
.X 7 r S K . T^f-yv-fv-y, /U^T-j i/V, x x T y A> b* y y ( duanorub 
i c i n ) , H # y 

/kt'yy, Xtrt-t^y. VOVO^, ^VhUft-b. 7**D')5y 
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(2 7) 1$SPP8-5 0707 5 

)V s #/P;Kr7X^>-, *! )VJ±X + y ( carmustine) (BCNU) „ yX75f 
y , xh^i^K, -i y 9 — 7 a n y . 7 x *X T U > ( phenesterin) . 9 * V 
-^(taxol) ( sMJiaast;: # v^x . r * * y - * j b v> -5 JB H li . * ^ y - )V 
ilH^^ra^'y/. **-fy (taxanes) , & i flfi (?) 9 * V - )V & IS JM . 
09 (f * * y X I' ( Taxotere ) 3: if £ S "T & ) , # y 7* h x i' >• ( caraptoth.ee 

in) *?*<nmmfr ( i *t nit-zmiz . ^i^^^ssicwLt^i^^^tt** 

if. x* h a y> . ray^xoy. ^t^y^iy^k') ) . (09 
Z.H , ^yhauy. i^'T Hf /* A * if ) . S*f&vSttJW ( 09 £ If . D N A s e . U 
tflTM if ) . ^Mffctt («itf, IGF-13-HEW. SSVIIlS^n- 
*IXHf 3-HEJ1, T yx-tr Z 9 U * * H E^S: if ) . &&iW«t 
%\ (4 y9 *y . -*y?-:?xoy. V ? x y & if ) . ft-gfflJSW^J (09* 

If. t?D^*!jy (C s A) . 7f f *7"J V. SVJty. FK 5 0 6 , 7* 

itmm. -wtitmm. ^vva, *-t=yy. s^-ftM^. -KHtMss. -inks 

m%t'. fciV^n^wfff «2-?«i«l^t) s J: <&comSvStt1&« ( 
09*.tf. y^f i'y, 5 b9y, t'ifi^y (visadine) . ADihnVSI, T 
yh^tO'Jy ( anhracycline) , l^fi/y ( el 1 i ptic ine ) „ < V V ft 
■i y (benzocaine) , A )V fc' V - )V WL & & if ) 

*f&BJ<O^tofcfcffl$ftSf£Srg|<7)0iJJ: LTI4% jBfp^Jt»»|, ft St tt jt I* 89 
(ffl Zl£ . ? — V * 9 9 y . >\U*i — 7$y ( halocarbons ) , (r 
enografin) & fc' ) . ( 09 * if . » 7 -y -ft i£ -ft * 3? . JB & tt ^ ^ ft 

GdDTPA, Tktt^Kffttftl^Sri') , tJ i <S £7) % & ( 0f * if , 7* 

=ry, -ent^m. -Bi-fb^^. ^u^a. ^f-feyy, wmitmrn. -m 
itmm. -wutmm* t- » & z.v z tit, <?>&%<?> 2 ^>w.±<r>®.& it) 

fi> &*ft!t$!K Mttt*? 5 y (01*. if . b'^n, D. E. K^rif) 
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(28) #^¥8-5 0 70 7 5 

# ft hj <r> £ m m ffJ-£-*f & t Sfctr Sffi^S G8*>hJ$ i: ofa^ifeg&iHi, 

it*^Af^HU« y^;l'7^ it tx mm® tcfk^W 

i;: a? t§ $ fx s . # & m at *a a £ m v-> t . * •? t h »j iv m t a i? * >v y * y 

*&m&<?>'bm<7)3. h *) \ZMfoHtlh ) . S#^Bg|f ^SHiS^iOtf^SI® (ca 
vitation) C:ft#£i<a*fe£?&£§tf££fc{;:J:9X-^-:**x 

*f6BJ<7)*ffi^MUT. 5te*T*Sf«0:50P*^T/l^t Fifctt#W»WTfcD, 
fri^-GimtfiUz&itii -£ s . -rfUcfcrLT „ * 51 bj§ <o a x )V y 4 Klft£-&j£I2# 

JfcfctiP&S. Ml $ ? n >- ( i oooty^-b/H <o & a & <o , » # ^ 
(03- h<0 r^(olf[$ j Ji&2 5 t/^ - h)VXt>h Z t (7tSE«^$t8 
iz £ <0 ) Jgsb e>tiX ^ Z> . ZtiizftLX . 5fc*T&ffitf>8MNS&{igS&S:ir$-f. 

zioiz. nsft?i&com.tem&ftf8wm (mm. i^^^ss-efts^) izx 



JP0008507075 ffile://ohsprfs01/lpdata/ip/FOLEYPat/PatentDocuments/JP000 8507075.cpcl 



Page 29 of 91 



(2 9) #^T8-5 0 7 07 5 

& V* . 

*¥kW<r>Zcommf&&Uzt$^X , £^S8JWtf>/h}g:£ Br B <D it @ # 

*5U OS^oyiaTO&rt I;: <*,*.TV>£. ffm Staffs I* 5 5 ? a 

Lu. 

X&MXfo h . ^^fat'y (U — —>iSr— (Lehninger) % Biochemistry. 
V - X Hi Jig ( Worth Publ ishers. Inc) . - * — S — 1 4 5 - 1 4 9 1, 1 
9 7 5 ) li, 4*fe(2-ol>a&J:tfj9flI)J:i}%*#?ft64. 5 0 0OIS 

xhh. & a ma xv 0 ma . -e^A^gfcjs-a-.L -c o s . »nu 

mi±±tl „ ^Se^fciy^ryfrV-^X (van der Waals) ;Jj i 0 S s 

*>&) g|4frfl:te^ts;i:!i5?is. ; ix h o^fflftSr^ASJi . H 

n^y^--r-um.\zh h 4 m&mf-z -tts . ^£$r#^ + -ey:. 4-p<o^a 

B* fft £ it in $ it h . Z O 18 <S f£ ffl Ji . r t/K$»j (Hill Coefficient) fc t 
o t* y CO *§ , t/H$&Jij&2. 8tJi4. 

B!3S<0*§-£ i: R « I;: * S 3: -I t ti. ^*^ob'y{±;* *:IS-£L*:B!#ft£II 

33ifc ac a -r h z t x-$> z> . rwytfwimzm&Lficiii^&mjui. n$v 
« jeawe p» 0 ( Pi/t ) t Lxaaixh . mm. ^kh<op 50 ( -r&fc 



JP0008507075 ffile://ohsprfs01/lpdata/ip/FOLEYPat/PatentDocuments/JP0008507075.cpcl Page 30 of 91 

(30) 07075 

<OtttlipHl:J: VmmZtlh (#7 (Bohr) mm) . ftSKf W#fft^t/D 
b'y&ft*>pH#?S^g. K^jc J: &mmm&lS< & 9 . P 60 {iffl;< =5:3 . f&fc 

%K*tt*na*tt«M_Lv:fefc:*»"*-& . set:, b^ &?&<opH#ffivM§ 

. K^ISW^tiffi < =Sr 0 . P 5 o«iiS< *S . + * * * KStfiSSJ ft *§i ti 8! M ± T 
£(c9M'*-*. 's^ot^a*, l<olt«6!i7/M u tt^pH** £> 

^fiLtv^m («^WDf®tcJ: , ??LS?5:&aiL'Cv^-g)) <r> it®mm±(OpH 
lz&M?hk. ^^fa b'yfl-^-tiftoT vttKXtJfcffi LS< =3: S . ftoT- 
(RWi:, K^fc *t"t£ b-y<osB!*H±«:. ^ * ^ o b y <r> p 6 „ t « R *t <o 

ifti t= §e A: -r * . 

. mttf . 2, 3--;*X*-/ytl.-M 2, 3-DPG) fc CD Jg « . K 
fg t W h <r>m&t: «f>h < LX . 3S « IE «^ & ffi £ (fiit -f S . 

c7)iHa^iBJD***tLV%^-^ ( fcUfcf . Xi&fc:Vi fctt. 2, 3 

-DPG<DJfllitfK/Mi±#-f6„ ^A*f;K#^&#cD$M*V#Fe<II) 
Fe (III) fcKft 3 ft 6 2: . ^h^^^Qb'y ( met-Hb) L . <! *Ui * i: 

S^^Mtaia^^^xogaT&i.^^^nb'^ti.^ltil^SIBJaffiffi^^liH 
« (fg®l±. JfiL & M £ ife -f S It II ft fit JI 5 ) frhftm.Zti. fficDiHIJfi 

fz . ffi^P 80 (^^^ab'ygs^i^^ftlg-c^^^^ititL-CSBft^nS) 

*M*cDpH ( 7 . 2) ^A«|<t»tf>pH (7. 4) 0®^$:^ 
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(31) #^F8-507075 

^^t/nt'y (SFH) (i*tt*6ft3tK*tMt3*U »lfil¥*Mtt;b-f*»ttl 

tr>- * sf?t . 5tfi=sfii-cie»§^^fgfiiii«. m m <o & u ^ * * o t* > <r> 

* ffl # ft SI 4 . 584, 1 3 0t, S4, 598, 0 6 4 t. fcl(;S4, 6 0 
0, 5 3 If •/ ^Sr^frLT^^^O b' >- <0 

r;l-7r^±^Ux^-9 9£ft^r*S-£--*-i,.l£t;:«fc'3. Hlwii^^^ot' 
yZmto-Th . C:^*^rt^fgcO<S*J:L-C. ^7Xt U y ( di aspirin) 

t'JV^|\t/Dh'y (*fi6 4, 500) 14, £*tJa±2S# (#^«3 
2, 3 50) lc#»?L3r^. *<D&i3l. ^TXbyyr^7r-r^7rlS?fg's 

2~4fgfT$>S) . LA>L, ]fil?a£ IS* L & m M ffi * « IS 

A-ffi&i: (2. 5-2. 8) fcPUIifc^SWKH ( 24-2 8 mmHg ) |*| tC & S . 
^ b'y 14 £ fc , (gfr^P MlgJMS: Lt . fcS H (tlglfig S 

fix**:. m*.ii£, i/'r^ft ^'^;fflot^^/^t'y(7)^55^^, tsiv/* 

£{4Jfll»gSfc<ktf-fc:7?-Vf8&#i:0*£-a- (<Itf>f£R8i$ty H>t-/Mjy8 
£flD;l£M4.*II|!f#flPSii4. 3 36, 2 4 8f t!S;«$ilt^S. 2 tTfttt* 
7tti^fffitt<offi^^»9gtgS'JlcJ:S3iliii > *ffl^f|=^4, 00 1, 4 0 lf 
. 14, 001, 2 0 0f, S4, 053, 59 0 m$ £X/m 4 , 0 6 1, 7 3 
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(32) - 5 0 7 0 7 5 



fc\f/oh'y»P 5) 18-23^fc'), t/Uffi&ii 1 . 8 — 2. 8<0gll:fc 

IfitifeSIt^a^ntV^ (D, H, Marks) h , Military Med. 

> 1 52S: 4 7 3 (1 9 8 7 ) ) . 

ot'y^a >9 — 2i^^£OMfSti t )'5\%1gZ.£tiZ>W9&.&$)&&fg.%L&Z-£ 
h . L*> L . "TjStt^^^at'ycO^-rna-f HfiilSE (COP) tt, #7 [*I 

t'>iiJSE-ft#!|*JOffl*^^^^IS«n..-jRWfc:C0P*<Ji#-rsi:#*EE^ 
ITU |S|B*fc:*«fl£r i&mg.Wl&T L . * L T » JE <0 ® ti *IS3E 

fcrniz^mzusmiz y ? *<e Lfc-fe^fttta, my ? it$at*m (mi.ii. 

y )V * o t # 0 y ( perf luorodecal in ) „ J* — y )V ^ o A V ¥ V , >K — 7 rt' :t n 
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(33) #3H*8-5 070 7 5 

6 . mttf . PCT 9 2/0 6 5 1 7 ( 7 >y S-fcl^ fc #S/S14&J tLt'JV* 

x 7 r f 'j 'j vta 7 t f y;n ? / - ^7 s y <?) J; 3 i 'J ^Ifi . 

#ttJiv;l,y 3 y.iafSLtUS ) „ J<:liPCT93/l 1 868 ( Z tl 

* ) Sr # m . 

^-7/i^*Df* y ^ t * — 7 it n h yrnt^rs /<ox7^y 3 >-cfo 

£> , 7**y;k-DA (Fluosol-DA) ( 7A-7 T -fe 5 t a - f y ? X (Alpha Th 
erapeutics) ) - ^ JBttK A«» *«<^ -Mitt* _1 *= »■ * tt JB 

iSiftWtJfyy'l/h (Ocygent) (7?'(7/^77-VyA-f (A 
llicnace Pharmaceuticals) ) & *_ «; — y )V * n :* 7 f- /U 7" O S H ti , & P it 

i*5Wi: L-ctx^rsti-c^s. mmKm®>k lx cr>&7 y it mit *m it or wo mm 

IZ~?\^X l±. y X* (Riess) ^ , Angew Chem. Int. Ed. Engl. % 17|: 6 2 
1-634 (1978) £#581. 

0. ^JSttfcS: & tJ if L T *>3* L X , li *: «: iS f!l £ 

IS^^'eriSWite^O^tt-Cti^^c: fc li, t>Usb btiX ^ 

2> . 3*>£. 5fefi=g^<^) pT^tfe's^ b*y«. fife L T u 3r u # 3fc <?> a. * ^ q 
b'y eo b /US a J: *) {±/Jn$ h b /Hi8&Sr ftS . 
_:*U;:*tLT. WJfiLfc J: a tcs^ b'ya*£fii3$ ft*;t;#7 8Hi. (# 
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(34) ft$W8 - 5 0 7 0 7 5 

^fr^iO&O.^^^ab'y^lOiOpSlBgWr^tf^-j ( megamer ) IZ « . 

& 1 0 mmHg-ift 5 0 mmHg) f , M^tS CI i: *<t§ # f M 9\- lz & $ tl fc 

#5feHJi?)^i§14^*25'nb'y#j£# ( I HC) izm-t h »i|co»< frr>=f-m 
ftaWimit. f«8< « a v^t;H*jft (n) b/MM&li. ^ * ;/ n b 

^^tt^^^ob-^-m««t^)S!j^$^^:b^«iat±#^i6-C^:&<.ASW^{± 
#>5~#;2 5<o3EfflTJ>.S>. & £ 3 !& ft Jfc £ ft 6 o i> 9 (i £• v> a* . .r ix 
tf>3g< « i:*lS^ffi« . mm? Z> mf£ L tz 4 S.fc <?> * ? u t' y jl - », hWKS?lg 

>v%wm. K*twts^-r s t ^jsft^fig^tfTx^^ - t <j§&5S> * 

J$*^**>--R (SHIS) tfJS^OX'f ISt«4i#*!SiL-C^ 

^^ob*>-o4««cm{as^o{caai$^sii^co*{i, *sctt<o^^^o by 

^^^etflJ^lgfiiS^^^nb'y-C-^filt^iisaiOtiS^tc^v^^df'IjSS:* 

•th. z <?> mm Ltzmm m&L&K&<to t lx <r>*ftw<r)mm est t 

*^HJcO^*^nb*y^«*<?)b;U^Stti. 8*^*1^^4 0- 1 0 0 mmHg 
ffl$nsi^.^^^'='b*y#Bg^fc: t J:SI!i|i*^^i?*giK««^t^S-CS)^o 
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(3 5) **^F8-5 07 07 5 

■cfeo. -r*ct>*>&mm%mm po 2 < <4 ommHg) ?, *®&^*?'vt'>tti& 

ftrtSfcJllSR (RBC) ft»»J:0fc-f:'tf#«O««*IB* t i&»$r9*< j ar9 4 i , '*-v* 
n^M«c7)4»i*:*^«5j-yd-v-»rj§ttM^^ : e^nb'>'fc-«lW : 5:. 

#?&HJJ<0*£ ( r ?S«J *Jt«mtS ( nicrobubble) ) co^jgtt'v* ^ o b' y 

#K *?ttt^*Xnb' JfiL 1= lift:: 18 * t#>H#i 

<< yt'xcoftshmt m% *) . tnftMztitz rsnBiasj onmizx k> . # ?& bji 
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(3 6) #SS¥8-5 070 7 5 

t£Stf>*T&tt^* 7u t'ynmn&oM. ( IS lit iliS II £> ) fcjfc«-rs 

fc> &e«-C# S Son o W Ktt*Sitff £*-TI> . iaiflJ£<D#fS0Ji<O'v 

. l«Ht. 1 ooigf&ISi^AS (^i-rsiiy^ff ^BS*fi#*:*v> ) 
ob*V#B)t*$r#^-rs^y)(c.^^<i:*>2-5c7)a?^iir§g^^XT-f^a*5r 

tun, mz-tf. ? > t r $ y z & & z t z h . 

*S=5:WASr*-r -5 . 5fe ff i$ fft U iKy-A\t/n b* > S? (i , fl-aBOflgfTJl 
^onr^tt^^^nb'yj: •? & S . ftff&ffiOUtfy-A-Ctfr-te^-ffcL*:^* 
b'y»«ipSjti. *^HB(c J: 0 3£flB$ft& n < -ifrcoXti* W-f S . 'JtfY- 
Affl^^^^^^rjgtt^^^ob'vcojiffiti. g«14£§|§jg.l-r»rfigtt#*>S 
. ^^Bjco^^tt^^f^ti^ &®lzmm tX rift ; Tsr&tt^* b*>*«» 

«.<it^. ^ & J* ffr « U * V - A <o -*7- X <o & B J: 9 ^rt:#>. 

^^tto^^t^^^^ob'yco^^Bjos^^tj.^ffsiso^r^e^^^ 

o tVKHl Uri#ttSr jgttT ^ S . ^ * ^ o b' ^ O © # tt « . ±tc««»*»fc 
<9 *T ?g 2 M #: . 4 4 fls £ rt: «: * l> tf7-\t/nt'y<?)^ 'JT7>-XtcPiat 
TV**. *?|HJ<?)^t/nt'ymSfi(:3?ISLtiiO. -f=5r*>*> rg*j TftS 
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(37) f$«H*8-5 0707 5 

^?§tt^^^nt'y-fp««c ( i hc> ommi. M&m?®®m item) * 

ffl^T 8HJ£ L*: . ^<o I H C <?>mm®Xcr>T E M^|»&M£#S fc , i 

<-TS^46) 4SSft3)-Xi'7Ak7x'Jy7yft* l J'7A-C^feL. ffifi±8ffli 
"CfcilL. $?oh-Afl]JWflJ*-<7)J5£. »75m) £#fi&LJt. .TO&JlO 

rate i Hc<n$>&m8t<r)W.mt&<?>u-r*w : ?mzn&tz#>. i hc^iois 
^ ufcKftw*«tt, is;fttss8<oiaMa# iz . 1 Hcsc#ft6*s:tt«s 

t/Db'y I HC<7)Mcr>mZlZ$) 2 5 — 3 5 nm"C & S . 's^^nh'yte, It fl 5 
. 5niKO^#;8tt^iaTJ.S (Xh5-ft- (L. Styer ) „ Biochemistry, 7 
V - y ( W. H. Freeman) , — a. — 3 — ? , 1 9 8 8 ) . Sot. I HC(Ol 
£ S& & , ««74~2 0^^^at'>-^^^ ( 4 » fl: ) <0l?Tft5. -f & ;b *> . Itt 
S3. 0 S ^oy^ifitt, ^10 4 ~10 12 ffl<7)'vt^ob*y^^S:-t-fl--rST 

Rifift~-fett (circular dichroism) iz «fc 0 * f| BJj o ^ ^ 7 O b' y ft (£ 

. mm^ixfe^n^^^^^yn b* y (SFH) o-^ifc^TSSr^W: 3: 

^^tt^^e^a b* v<og!titi£*#i£#ga<D^i± (-f&fc^, 3&raii 
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(38) ¥f&W8 - 5 0 7 0 7 5 

I HC^K3S&-_-tt£o^Tjffl5gLfc. met-Fe (III) S^^^ufcTWi. 
flS&KIS-S-TS&Ufctf). Fe (III) _ Fe ( II ) ^_7C-f&<0{Ct-^^ ( Hyashi 
) t> <r>M7t& L (b-^5V. *X3f. v'V (A. Hyashi, T. Suzuki. M. S 
hin) „ Biochem. Biophys. Acta, 310:309. 1973). _ it tu 3Ui 

. m« <r>M&<r>7A'X — * - 6 - U v » . ^^a — ^-6-'J>Bft HDi*t 

-tfiO^S.^HSJS-^lliicOHirtC- IHCICS7C^_^«DL. 4"CT2 4-3 
6 B$fStif$ L >t . 

HJS0II1 4 {_ 12 fffi L rt: J: 3 (c . ^ is «k t h^^^ob*>- I HC^SU 
. _»-C# S J: 3 . i^ffl-TS^^i/a fc* y t± _ S <0 ift ^ . 

«Mlfc fctii?&iifflJ!_a^#'oftS*v £ fcteW fitted . ##«6I6^I^ 
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(39) 



H^f8-507075 
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m is 
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CM CM CM CM CM 



CO I— CM CM — 
^ S S § w 
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LO LO o o 
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CM CM CO ~* LO 
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8 



1X3 
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oo 



II 

+0 



© 
fit* 

© 



K3 

«3 ST 

•R 
Q 



Jflf 
-3 



2S G 

« 0 

£ , s 

<n g 

fin oo 



+6 (> 



-f<T<0tt-&IHN4, hUXlii (pI7. 4) t2 5 "C T fr -> . IHCIi 
*im#3tZWtmizm-&-ri>&Jli&ftLXt5*)* £*ltt, met-Fe (III) . 
Jt^f^-Fe ( II ) H X tfT** ^ - F e ( 1 1 1 ) W <T> ft # £ ^ "T . I H C <7> U 
V x ^ ? Hl«C J: 9 H B J! £ ft £ . I HC(if^ J fy«SU^y«cS<O^<0t'f 
?^£lOBJa±*93BL"Cfc,SI«tt$r#<fc«iB*arV>. Ufl. I H C ^ UH 
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(4 0) ^^F8-5 0707 5 

. P^-fB < b'^±^«§i^tig&g|5m^¥#*<i8*K:j<S-& U v»« u#<0E 

^J) «M^r<OftH-C'|Bl«-CfeS ( 2 1 Torrfc 2 2 Torr) . £ «0f§:3Mi I H C #** 

«<01/</k**t) afSa^&v^^^ob'y^iRJcO^SfciS^ (9. 5 *t 2 

. 6. H2£#B8) . b 8Ui & T <0 £ ffl ^ T if- » 3 ft £ : 

Alog ( Y/l -Y) 
Alog Poa 

# (Alog (Y/l - Y) « £ , 5o<oiILfc^tov^f^t4; tCJ: 

>f /-/h-^^^t*X7i-h ( I HP) ^2, 3 - : J * X*? V — V 
(2, 3-DPGMi. P 50 S-±#§-*(^=5:*)^>,lt^«fPttti'(SvOtSSft# 

z t tfmwztiz . i h c -c t pi tftmtfM. *>ti& . p 50 m 

n oai « . 1 . 7 mM<?5 IHP (17. 62*2. 8 ) fc 2 . 3-DPG (14M2 



8) o#4TT*$tt«\ ; t/Dt'y(:MLT$!«(:iftLfc (03t*l 
SS) . 
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(4 1) *m¥8-5 0 70 7 5 

4 *<*:-C^a®f^ffl Lt^§ . L A* L . I H C « SIS 1" & t 

y ^/fcS»« 4 *tt*«18fflttsJH * 1^5 £ 4: £ ire LT V> 5 . * , 
's^r^ob'yi HCOTEMSim&«(i, *«76o<7)^^^nb'y4*^c0^c0 
JPSSr^L-CV^S. IS3. OS^oy<o?S«, $<jl0 4 ~10 12 1iO's ; e^o 

««««'»O»»HIBHI'Ctt?-W-afc:J:0. I H C co«# £jgft £ iSSfc t . I 

I HCiO (t^J/-F e (II)*»4»met-Fe (III)^vCD)SaBt"ffc«, 
371C. 25r> 4'CT, -efL-Ptt 6 0 B£|g. 9 6^f@, 2 5 B $> & k fflfe 
Ztlti. Ztlt>cr> btllZB*. ^«tt#H^$-«o^tf>^«f^^S«fei5 

ttTTOftflFtt. S^ISIItt^Fe (II) *>«****(CltJllStf*Ta* 
3 . 

fff&co b (Hyashi) O 31 7C & £ ffl T I HCgSt5:ft#tS 
Sfefrl : I HCSSilWia«(i8*0t2 5*^6 2 . 8 XI $J E * O , - 
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(4 2) 1#£HP8-5 070 7 5 

: I HCiiSft^aSttl 0#ST2 5*><i7 1 . 7'Cv<0$IIi2:ott. 

£#3: I HCISft^fflSUl 2*@t2 5*>^8 9. 5*CVC04gI2£oH-. 

IHCcoKliliSWtt ( & ti P ft o > &««rn*f ij7?i7i?^-fc 
u b' >- CO fl£ fiili (i . ^^^i:7 ? ^*^<02o<0S»:l8Jtcr)S^^«^«'JRSi-*^^ 

7?i7i;^-tU2, 3--;*x*/ni'-h (dpg) hir t i«> & 

7T^<02, 3-DPGkO»Ifl!ffll:llfc|iiJ6fcnK»JK*t-*5 
' - U ^Kfc^^^o t* >- £SJG§ -£T . P 5 0 * ± # $ •£ S . 2 - y ^ - 2 - # 

^s^p l p .(^* j/o \z > 0 mizmn~r & 2 wngstt^ic ) . *^(±t-^-b- 

3, ( v :/ n ^ if y ^- /i*- ) yvk-h^Jro&yrxtry^xx-f^ 
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(4 3) #^F8-5 07 07 5 

^-Tticr>MiMi> ^ * y d h' v <r> p 5 0 £ mtu£ •£ S . 
Sft& . 

mmHg ) ) « , # > n&mmffi&^fc^mmiz&^x t ~s \- 1 lx (ommn 

HJ * *T IB fc * . ftlfll;g£^ft^&i£<9iiSfcT-ej££$ ftS « 14 -ft 18 S8 « , # 
rMfttt j ( P 50 <2 8 mmHg) l± „ rj^ifittef^ili^J tC*5V^-C«ffl 

tttSrV*. L**L. iU^BSSSIfttt (-f=5r;b*>. £ JM it & L X >h $ P 5 , ) £ 

t^at'y^ffiffltSIiKJ:*), -£<0J:?=SrJSfflt;:jgL*:IS ( P 80 ) 
SffES * 6 i t *«TI 6 . 

X) . *K*<e4f«II««Stt«Ht**r-b*ft-r« i fc^T* , ft ■* T * 

<0W3&&3i*8ffcJ: Ltffflf Slk^tlS. * r-fe /Hfc $ ft 33 7 ■/ ffc#Hfc* 
X (FC) ti, *3&&ig5g3iJ8f*:T'£>9. Kf!l<0#fffc*rL-CItilWffi-ei§#ig 
3&£jUK*$ iT/fttB I HC^^t/nh'yili, i$ m KE. lz *T L X is y * 4 
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(4 4) 0 7 07 5 

fl:nkit«3.--?*i^it(± > * v t* * -e ct) is sft <o a * <o a is t staj s-^rig 

ft^MTte^t^ofc'yfcii^-yfcrt-tfy (FC) Z mm Z mi) 

5«7>Hj *Wi:, ffl»pO,fc:WL-C ( ^**^o t'y*>£ ) FACRX 
<o rgiraWj (bolus) WLta^smiz-t h . 1$(c»jtei3l(c^£(0ifiilS 
«>'SM>*$ix.S>^.# ttffi fiMAJL 4 fc tt # > *> ft * ) ?^CSJ$W 

q& - ^ y ^ vo mUDcofiijs *3r-*-s . "F&uK*i*«Bft& (mri ) c 

vK-3*»«»7 7 ftJKfl:** (FC) ti, KTfcB^tS J; p t*»9l<7)*i 

<0 fc <7>4 fcfciAlHfc:** Lfc fc 0) ) S:*-rS5eti. Jill to ft # % k L T ttffl "f 

-*"60fcttfflt«*i*. MiU7^7?y(i, A*tt»WfcLTttfl! 
rt-7Jt'*nf< 'J y 4 rt: (i ^ - 7 IV * o h y 7d t;l^7 > y^*7t;Htt5 

V> < o t> <7) |g #J « . * f£ HjJ <n> ^ ^* q f V m. /Jn J* f {£ # 7" -fe /Hfc $ ft. -S. fll H T 
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(45) *Nt¥8 - 5 0 7 0 7 5 

$7 y *SitfK <-Atii« rr n <y HiK ISH?4=5r 

ssjpj<om*i$£«dfe-*-& ?s/^»i^?««isw»^ftf $fts . - commas 

liif rtS4<Of fc8IHtLti.J;w, flg J§ US fcl: . S^otfxyrSh'. 
BCNU. *)V7 r =7V , ShV-fv-y. * * V -A- ( taxol ) t mm#. * * 
Vf 1/ ( taxotere) t mm nrhfi^y, 7I«!>TV-f kV. xhtf^H 

y n y N a/Pf-V^, tFnn^fy'y, ^7D7Vy^i'«^f o^f 7 
x * x x U >- . t't^'y, ad - hnygi. ryhotO'Jy, 

x y r ^ >- y . ^' T ^ A & fc* co aS5W ; ^ 4 ? o x y y . Tff*/^, F 

K50 e^if^fegfliSJm* 1 ^*. 

ig#j*&&£±ftj8-s-tt?i&-e?i<i;L-t. (w/o) i?^y' 3 yH$. 

*f6^0HJ6©«(ctJV%-C^ffl$n-S?L{b?PJ(=«. r/l/ox?* (Pluronics) 
m&l&MtZte^ T 1 + S V -i is y , 7" U * *7 >f ;/ >- . i/?D*X7TiF, fa 

r//Pt'->y, KJfy^t'yy, x tr ;w h* ^ y „ 7 ;u :* a ? 7 is tv . # a- # r 5 

, 7070V, x X h a y y , roy^TDVit'Wtlfi 

2ixv/Uy 3 Vftdifc, &g?W/Iiffi. f£ Br W fifii <t it ti * « fffi <9 ft S f&O 
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(46) #^F8-507075 

AimtevsnnrnmizmLx ^ s . m t*t , iHc^^^^otry^aii. ihc 

JfiLSjc S <« ft j Cl^li2IgStf s!it5;i:* { t^S. £ <0 2 fi Ji tf) f£ 

j£f=<sSfli$ft6 wmv >-fli«S !|iX7rf>'>3 | J^ **7r 

) , * ? 4 y , */v-fcJ:^/>f v-7^=»f * & hj§ -e & # |i£ 4 

* ^tts§» i> * fc&ffl $ #y x^-p ^misx*^/^ *■ y x f- v > mmm 
x--r/w. xx^y-^rs^. m t >v ^ * y * s h . «ary/P7s/s 

* ^ ^ y -b o — ^^y-isitfi/-;*^ vi, ^y-fco-zu-^y-tJitf^-- 
r*A> 5 VSI^ ft h . 

ic J: 9**fc3R»3*i****tt»**J8V>* £ fcTfc* . * IS BJ! K «! ffl $ ft S 

*«-&-tt»«t=i±, r?y4-gs**tt*??y/Pigs&ii§£(0i;Uf. 7 r 

t^*3>jy, ^X^rf-^'^x^y-^TSV. *^7rf y/H:!)y, * X 
7 r i^'/l^ y -fc n - )V , v'S Mh-f**^7rf ^'^K, ^5^;!'* 

* 7 r •> ^'vg?* if ) ; **<oa-^tt^«S*S: *f -5 BIS ( ^* T -fe ^ u >-£ * fi 
tiftfti''xyS?:tt5*X7r7-y;l/3 | jy4^) & * ! J 

file «o S . -e <D J: d =5: M <o 09 «U U #M ti * x/Hl: 3 ft *: * 

j v t'xtst^vifmKmmiz. aiRrt, use*, ho 
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(47) 



*t*¥8-5 070 7 5 



©a. mm. z 

■ 'j^y-A*rt;K^t/nt*ycoi^J: 9 ^ o t* >- a* il ft L 

• H b / F C * O ^ I, ^ * ^ n h' >- T & 6 *»> . IB « U >- 81 9*5 X X/ 

• Hb/FC*^<7)il^ftttir^7<f-;K±. ffl®p0 2 C*tLt -< Hit 

• Hb/FCffliKtli, 19 F MR I Ci OfiJtlilsiV^-^ U 5, 



JP0Q08507075ffile^/ohspffs01/ipdata/ip/FOLEYPat/PatentDocuments/JP0008507075.cpc 1 



Pag e 48 of 91 



(48) ^^¥8-507075 

* fS BJi tf) #I tf) Si £ n -&miz&*&V$> 0 » *fcl?0*ijf f LTS 
fc#-C'#£ (f ^) £ **Jtv*rtf3*ifc . JS#*R«ti fc J| « 3 *i * * « 7 <y 

weft^xa, ¥^a@A { ^2 s ? n ^ -c & »k £ ****** b&xm. 

mmm (mtli. SfX^Slt S J® Jill <fc >3 3l£jg£Sixl>) £ jg £ -f ft £ 

MfliIS8-l OS?o^mTT=5:ttftfcr=Sr£>>5r^) . 

^^fc#tttS77fIf ("F) W^I«=Sr^aE«ftHl^^^^i£:-^^. ft ^ 
TMRlfct3(t€.it»»l*7t:{i r/n-yj i: Lt«tStS. 1 9 F & ffl tf) Hfc W 

•y§gtifcrt£«:#&L:Sr^) . 2)gE«^ftmiS***il;v%. 3 ) ®t HI fl& it ^ 1 

£ £ i S . HT4) t$ i: tf>*«7 >y ig # * ft ^ %9 <?> S tt'ti <g V* . 

«y ft^ft*f!lti^#ttTj> 9 „ 4«c3a-^tt-CJ> S . i§7-yfti£ft 
*Ste2cS£T#R!5tt-e2>rK ft^T<e<7)3£^|5J3§-7>y5ggi-£ ( ^ 1 3 0 * n 
*nij-/t;H tittW < v*. it K <o tf> £ . < l 00 

^0*D>J-/t;l.) tttofcSKKBtt^I^. F D A (J s 2O<0jfi7-yft& 

ft * ^ (A-7;^Db'J7oe;l,7Syi:A-7;KDf^^) ^ji«7 

XfttyCOmmiZlt, & < <7)fS$r£jfi7 -y ft£ft*fg#<jgfflT£ S . PJxHf. isi 
T<0-iR**»Ji-f *ft-&* : 
(a) C,F |,»,.,A,, ^ + x 
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(49) #^F8-507075 
x = 1 ~ 3 0 „ jffi L < 5 ~ 1 St* 1 ). 

y = 2 ; £fettxfe2«>flK 0 £ « - 2 : i*:lixS4<0«, - 4 "? £> 9 , 
z = 0 £ ( 2 x + y - 1 ) ittOfilWlSfCft 1 ), fit 

A (is H. FJaHw^nyv^ -cn« - or (;;t, RiiH, t iv* >v ^ y 
iv yt a T >V * iv , r * — * . 7^*07*^;;^ T >V * — )V . 7 * :* o t iv 

T * ^ y -f * , 7;^nr;^/>f;K T;K7>f;K 7;Kn7;K7'fJK 
) 

(b) (C^j.^.-jAJ ,JR b .,., 
x, z . A H J: If R « ± ie i: ISI l§ T* J> 0 „ 

y ' = +1 ;&fc(ix3:2«>KK - lifctt-3 ; ift(4xS4fl», - 5 T * 
"5 , 

J = O . S. N. P. A 1 ifcttS i t*9, 

a=l. 2. 3ifctt4T*!), tLt 

b = 2 ( 2 fffi <Z> J O « ) tfzit 

3 ( 3 A CO J <0i§-£ ) „ 

4 ( 4 fffiOT J <7)i§-£ ) T'fcO. 

(c) A' - C (CF 2 ) , - O ) c — A" „ 

A ' , H . AD^y, - C N . - OR ( .1 .1 T . RliH , 7A>^f^, 7 )V * U 
7 )V*)V . T ;u - * . 7 * ;t n T * - )V % T * * — * > 7 )V * O T * * — * 
, 7'J-;K 7/l'*o7 l J-/K T * # / -f * . 7**07**/^, T IV * 
J 4 /K 7;^u7;^7'f;K r * * / -f * > 7*3j-o7*#/^*tl»S ) 

a" h 4 *: «; r (^d-cR«±iefc|sia-efts) & S *R £ *l . 

c = 1 ~ 2 0 0 „ $f-±L< ii 2 — 5 OT*b*)^ £ fi: It 
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(50) #^F8-5 0707 5 



(d) 




xi&±iztmmx'$> *) , fit 

c ' = 2- 20. »^L<«2~8-C*S. 

c , F 2 , . fll t if , ^-7*3fn-l - dr -t y ( c 6 F 1 2 ) , yc — 7 o - - 2 
- ^ 4f -k V ( C 6 F j a ) , J*-7 )V*U - 3 - ( C 6 F i 2 ) & if „ 

i'^o-C.Fj,, 04 £ « ^•-7/P5fa^^a's=Jf-9->- (C 6 F 12 ) . 
:*o^?o*?;?v (C 8 F 16 ) & £ H 

C x F 2 x-2. « * Hf , ^-7^3j"0-l-A.^^y (C 6 F 10 ) , M - 7 A- :* a - 

( C 6 F i o > - — 7 )V it U - 3 - >■ V (C 6 F, 0 ) & if , 
t'y^n-CFi,.^ W £lf , n-7^^nf*'J>' (C 10 F 18 ) & i:' . 
C,F !l(1 . 09 * fcf . ;<-7A-*D\^ft> ( C 6 F i 4 ) % J*-7 )V*U* 9 f > 
( C 8 F , 8 ) „ A'-7;Ko/fy (C 9 F 20 ) » rt-7**Df#y (C 10 F 22 
) , m-7**o Pf* v ( c ,2 f 26 ) =&• if, 
C,Fj,.,, « * tf , ;t-7**n-2, 4-^Jfir-> ; x>-^if. 
C,F !lM A, 0fl * tf . A-7/^ObiJ7Dt^7Sy C ( C 3 F 7 ) 8 N 3 „ ^ 
-7;U^Oh'J7'f-/Wr5yC (C 4 F 9 ) 3 N) „ «-7;^o-tert-h 
'j7"f^TSy^^, 

C.Fj^Aj.Witf, C 10 F l8 H f $rif, 

ft * W , i . A , -7^^D'f y/y, A--7;l/*a^f ;t/77-7y 
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(5 1) #Sf8-507075 

«<0 y >y * Sr^ffl-T S <I i: #*rfiJ-C<fc S . *9!M*(c £ V) T . rfi W 7 7 f j 
) CSffit 6 7 v*ttft^»«7 7*a»*iS*t 6 . ^«<07 -y Site 1 O 

±cofBlco 7 -y B 81 ffr ib ® LT . SI^Wtc^aiT^v^fiS/hS** 

»t5. fifoT. 3? fin <0 7 -y ig fc « . # fill 7 -y Ut « . IS * S ft 

•y & « M R IfEffitC + tf-T&Sa*. * O «fc 0 5:fl:^i(ii6«llJ ft S ffl 

jfiHWatl^^co^-NMRiOjEffl^^rtHS^^SfLyt: (i-"f*7 / <7 9 y 
^ (Edelman & Warach) .. New England J. of Medicine, 328 : 785-79 
1 ( 1 993) ) . HUfP-MRItt, < a* <o fO j& ( 011 * , 0 9 « 

tLTtt, SIMrtiftlPg®, attR«#. ±*»HU T7;»I, * ■ IS it Ml IK * 
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(5 2) . S«T8-507075 

»*sBr«»s*j£ < p e t ) m&mt LX&mZitZ . lo^7'yi# 

t>^"l8TS>S. COJ:a^:itl^ffJc02oc7)^|(±, -i-D?^ h ( Neurolyte) 
-"r 4 * 7 4 h ( cardiolyte) if $> § . 

T T ' » F ^ N M R fg ft 3E Jg <Z) *« « & ^ ffcfc < „ i!^««?»14T*)^Jt46, 

£ tf>^0 M;tfer> 1 ) SSt^lfiSflStftCMR I JttitSC: 
2) 19 F MRI ( N M R ) ^ ^ /l^ O S? f& ?g fi& tt <0 S* # £ « ffl S ^ t 

ft=f-m.it-&m, ttzit? vms Gits m<?>m& it) tm^&z tizz o , mri 



JP0008507075 rfile^/ohsprfs01/ipdata/ip/FOLEYPat/PatentDocuments/JP0008507075.cpcl 



Pag e 53 of 91 



(53) m$W8- 5 07075 

£&fflT®#*>£>i&tt^ coffin* l x . tit Mftmffi&m&mtz&itz 

A V t'X<r)i§ t &m!Sl £*I®lz-r h . W i& & tit *B «: . tfl i. fcf # > <0 & W m 
# <D # y * - ? V > ? iz ^ ttiiitf ( >Mf&teiE%;<?)Mm 

awou 7 y m-t^m&wwmtfLi&itz z t iz x r> , j£SH<oia£ 

C 12 F 26 ) « % ^^iS7-y-ft^^*^^ffl!^ (75X;) -CHI#:*^?Bif*:^C0ffllS 

J: 9»*B3:fil*8£f#£ M # £ 7 -y * ^ * ffl i£ !Bj l;: 53'J <o J£ # 

£ IUc in £ & Cl fc K i 9 . 7 >y *-t-*«jSfe^Sl^iSr £M Mlzfclf h Z bWTZ 

h. m<&®><r)Wj&<7>®ma. ttfc? zmfttetfitt x o &< m^z 1 1±, as^i 
tl«. m&iz, .7 «y &-£3rfl:£-!Bj ^-7/1^*0 Ff*/) T/i^ 

y (mttf*<>*y) t cr> W. & to « , fflffi$<xfc«j«!tJjc7)li^KHS-t£tf « Th 
3 7-y^?r{b^W^^jDL^fl:^^fil|}L^*g[Bil»g?(^!li«, ^7"^ 

fni! cc, 7 h 34 o 2 d „ si-T*}ym cc 19 h 38 o 2 d & if ) , (Wxtf 

s y-T-X^y-ZW CC 19 H 40 0] , Y3*TJ-)V CC 22 H 4 6 0 D %}£) i, , *f|BJ<o^ 
Sfi{;«ffl-C#S. 09 X fcf „ ^-7/U*0-t e rt-r^y-* ( t — C 4 F 9 — 
OH; t? — v — 7 - ^ • tS^/l'X { PCR CHEMICALS) ) fc, mf & 

<o&Mnfcfc&mm&iifci!r®b<vm*mit8.®tz£r)^ ®tefrt 3 m#^cott$E 

9(i<0^liHi7 v SI £3T^ O . H«fcl, flUtf 

7y^^S§Wg!i:3^x^o-;l,<7)«^!fe{J,*i6l5i^7>y^fl:llil»g?J:t9ffl!^K 

£ tfOiS««iai^^|lr«tt«> flJxfcf. 1 ) £ O W K # JS $ fi.*: 
tftCMRUfffltSC:^ 2) MR I (NMR) > V f ^ il S fifefftt £ ffl 
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(54) *$3FP8-507075 

a*i (Am*, m^mmmcowmt&zt:*)) &*r3S-ci3i#i&H£?> i 

&&<0!h 1 giHlz&AZix& . * & «53 <?> it f£ JPJ t± . m^rlSx^-x, 

as^^-x, sua; < mmm&T) , si. st, «js, ^a, 

% XICE«3fttl»4V^*V-A' (taxol) tf> 
*tf> j: a Sr^ffMi 5 9 a >-*<7)ia^<0*tt&$S!B)i: Lt , £ « * <0 

< -r . 
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(55) #^¥8-507075 
2 0 5 ?nyJ:.ti**K) * <o «fc 3 £ IE SH < H £ «f , * * V - ^ ) co@ 

ts. 

O h 7 'J t 7 H ( Intralipid) < # t£ □ 5fc IS 8>J i: LTteJBSftSTfrlRcDli 
IfifL^S'lOffiiR.^ ; b* b* r- 7 Att ( Kabi Vitrum, Inc. ) , J - X i] =j A 

W h > < Clayton) , ^IRjS ) , - a. - h 5 V tf -y h* ( Nutralipid) < 
#*£PSfcSt#Ji: L-C^M$ixSHTJIEcO)igJ»?L^9Ic7)ffia« ; v ? if V ft ( McGaw 
) , ^'Jiti/l'-TWr-A'-fV ( Irvine) N £> ) s U * >- ( Liposin ) I 

ii (ftmn&mmt l x mm $ *ts mm^vam%itm<omsi,^, ( 2 o%<o*s?s 

% 1. 2%cr> IB U & XV 2 . 5%<0/'Jtn-^^ttt5 ) ; T »/ 

h7iK5b'J-Xt '( Abbott Laboratories) „ Xi/ijzt^ h 

jz&moj:o%mm-*jm{t®itz$3i-rh®& (man, 

. 3 <0 0J «: , fflttfc LTW'f > r- 7 Uby F rt *> * * V - 
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(56) ft$&8-5 07 0 7 5 

iiW i 

@ # & 37" U - 7 (h-h/^fAX ( Heat Systems ) , tf^XL 2 0 2 0) 
S V ( 7 A*- 7 r • -fe 5> t .x — -r 4 (Alpha Therapeutic) ) £ Aft*: 

r $ ymmiz 6 . 5ii<ouspa«o±i»^ilLt. jS^&ro-:/^ 

* 2 ocoMcotfstcAiT., ^a* 2 o wttfflmkmut tti . zngtszy-m 
iti. m^mmw.* 3 o &mm& . « t v^a^a* , efe«s;^ssis 

# It <?> it *: . i <?)SjS!fe * aa<7)£31:feig*£ 1 : 5l:*«U. ti^tf^y 
— (K-f ■< ^A-f-^yXfAX ( Particle Data Systems) , X )V V V ( E 
lzone) , tf*2 8 0 PC) JflUT, i(b £ * S 6 SI <0 A X ft ^ Wk %. £ M 
Zllte. nt>tlte9&Wtte. &±mmW.®tfV) 1 . 35±0. 73^nytli 
0 > ^i8««7c^ ^SiigiBj-Cift 1 O^R/bIT** £ fc # SO J£ 3 *t * . 

ifltt, f&i£<0«m^S!mgifc i8 il S « ^ H fit « H S*fc 

J: 9 « B $ rt. . 

mmm2 

SfiMl%, 2. 5% % 5 %fc J: 1 0 %<D?g?aa><c>f£j£ L 
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(57) #£HP8-5 07 07 5 

?t. ftiwtca, g^ssisste, ox: t 4 swmizmftL tz . is#^&?> 

•C&oTt. 3 #IBJa±«OlB*»«Jl>*IBTWU iS#^3a<0«£8«ffiT L , 

3£«£i&Jg LT , S*<0 3S&'CS:*:S<0lS#^aa t &£§ ft* £ fc a* ji. v% *f $ ft 
tz . 

31fiSffil3 

USP»^^:S?ft(t»{c2 mg/ ml «0 « jg r 9 * V - A' £ U fc . 8§»7n- 

^iisaTisnsitogsc 3mi<ousp&5%t M»r*ysyiijtt 
Aftfc. ;«7;^s^ii(:6. 5 ■i<o*aa/ * * v -A- £ 11 L tz . iSf 
r o - r o * & 2 mmmcoftmizxii, izwzvmttm'cmft l , s^jsg 
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(5 8) #^8-5 070 7 5 

. 

'Cfc J: 3 8 'C ) T <0 £ 5£ £ ft? tfr Lfc . 19 t M f & tt T it <0 ^fc 

cioifit. ^aa (sbo) zmtgrns ( r^y s >- ) s^i^ 

<0J: a tcW«L (mmm 1 Z&m) „ &3:fcig*-C#!B?L-t®&i8JK£20%i: 
(X/l^/V (Elzone) ) Sr IS 2 K S $3 L ^ . 



£ 2 



H £* 


M^7X*©Seii! (# /ml • 1 0 1 °) 


4 


2 5t 


3 8t 


0 


7. 


9 


8. 


9 


8. 1 


1 


7. 


4 


6. 


9 


6. 8 


7 


7. 


3 


8. 


3 


5. 0 


9 


7. 


8 


8. 


1 


5. 8 


1 7 


7. 


8 


8. 


3 


6. 1 


2 3 


6. 


9 


7. 


8 


7. 4 


2 7 


7. 


2 


8. 


8 


7. 1 



£«, ^ifc3Wfiii4 , M:HiA,i:— SET'S)!),, i £>§EBfcHi fc A if-JET , ft 7 - 9 

■ i o >«/«i-e» o , & t a, t' 4mmizt>*z^xm« ?>Mm.3ifrX'm-ft?iik(o ! £ 
j yjUL£M£M aaxa**** &mmwt&* 
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(59) #^P8-5 0 70 7 5 

mft&m (lVzf\s> ( rubrene) , T iV V U -y *■ ( Aldrich) t, A# 

^rfig ) ^thjdrtr^ysy <hsa) ssis ft ?m ft iz mmt v - 1 - 1 lx 
tefflL*:. -r=5r*>^> h;nvi:S»U, Kuy/*^i/yt* 

S /U ? $J S: . ii?i?<7)£JI:fc&*-e 5 fSC:#3? L *: . & (cttRSSftO 2 ml 

h 10 #IBjMfC 5 >>/ h <?>mnmiZ&A L *: . &A 1 BftlflftK 1 E<9 =7 >y h Sr 

ft, urn, xvitmn i o o $ ? r> ycotiLte®** . tisijiitiii 

fc. ll$ia&Ty:S#7ft«0±a#«*S<S<-r3:;b*>, S;ny«B|j 

S&tctefe^tilffft. ft. ftftfc itf'i'fitfcaifSSfL*:. «ft:£flc<D&fe t fi£ 
It^/i. Z ^i&SUi^ « k -St L X *3 0 , * * V -/KZ> J: o =5rftffg$ ii/^aSffJ 
31 fife 0)6 

Mift(sBo) E^jr-rsiaifr^iaogtt 

ftllft 1 KSEttLfc J: 3 AS ?ft Sr # * T £ ft ft =f- ft Sr M H L . 
iaUI«^4Itl*t*RLT, 2ocO#S5:.2>i8& ( loii20%<OSB 
O^^tL. tnott30XnSBOtmJ) £#fi£ L*: . 

-f y h 5 U tT >y H (^KcOTPNi) li 2 0 %f) S B O J ttt 5 . ■? V X iZ 
tJlti-f Vf9yif» H»LD„tt, lcc/*taALt^> 1 2 Onl/kg, t 
3: *> 3 0 g^V7^fcout»4«ltftS. 

2S^)7n (#HE3E;*-7^<0*lli83 0g) Sr. T IS <0 «fc 3 S B 
O % iz^-t &^&BR<7)i&.&%!lX'!8kM L t . S-V^XK. S B O # 3r S # ^ ft <D IS 
SS«gM4ml$-iiA t^r . 1 o<0S¥<0# v>^.tc. 2 0 % S B O £ tttS 

2 o %<r> s b o £s-*r-r h mm® £ t kkw^x <?> 3 e<o v ^xii. #*a 
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(6 0) *#^F8-5 0707 5 

\zw.A,ti. ztih^mskit. tfj as co s b osn (OM?'jtf»F) t Jt«-r s 

( -f Srfc^ . ±ffr#f'lffl T' £ S S PISS *t*r ) . 7frIK<0 

x v 3 >- TMi fa i§ ffl * & S <9 *f L T . £<0«J:^^t9>o<OL^J!can± 

^fr?%fr£>afeai3;h.&*a?ftco-f ^ t: * ; w a- r <>r ? r- 4 

o) £#qfr-ts. susLfcse (r^/sy) M<oif5#^j&£. itatfc i a 

LT 2 0%«Otft$r^-«--rSS*?SjS«Jfc L . £ <0 @ S % 5»15;^-j-H\ 

a?*fi±{c+1±IIII» <fc 9 & 5 > £89?eL*:. 

5mliOTpIR«08Ml»iv;l.y3^ (Oh? 1 ^^, * ft # & □ it 5W 

2 0 % <0 A" a . 1. 2%WlPISfU>'ii©fe<fcr/2. 2 5%£O^U-fen-7PSr# 

^3. 2 0 %Ofa £ &ft#?««>S»ft£l*fc:, £S&lS*<Mc&i**i§.K 
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(61) If -507075 

& 3 



m 




M 1 hr 4 hr 24 hr 48 hr 72 hr 


*fM(20 % SBO) 


11.4 941.9 382.9 15.0 8.8 23.8 


(20X SBO) 


24.8 46.7 43.8 29.3 24.2 43.4 


(30X SBO) 


33.4 56.1 134.5 83.2 34.3 33.9 



< a* a A h5 co v < )V iz it -t h <o iz & 2 4 «f ® 6 # h S . li & A ft 

-T <itmiz{£mX' Z h Z tififrfrh . -f yhSyerHtLTHl (20X) ^ 

* co 2 telciSJo L s I co 1/ ^ M i$ IS 

iliftStt. *>^'9iE^fc3Sv^U^;P-CJfli4'«c4'ttliilftA*t9)o<t)JScm. -f 

ith Z fc L "C ^ 6 . 3 0%^fa£W^£«#*^#758£&^Lfc 

fSIJart iz jE««(c t H o X ^6 . -fvh7'Jt7H^S4LtSfl:lfc«S!L-C, £ 
cnmx- i> ^HSitH co sSSL^ U /Hi tto t^: < it Jnli L & . Clixt^^^^ffl 

izm t&#> t>tit:®mcoiia.*i'<)Utf&m*&b'i$< Kzcozmv. Mmm^h 
K^xftrnzixhis^frx-mmx-z & . *ftfyco<ibtt?m[Ki 

x-mmztitcmmu. w t>frtzti e, t mtm&zm- & x-&*> o . 

zco X 3 & AaaJj-£*s#^<o £ 3 £P5fcitai (tfn) * 

^£*:#><c. T^U. i*M^t»«, t ? $ yte XT/mcoX.mwuzBMX'Z 
6 . SftA^tl 4 It fl6 ?L -ft S>J < Oh?'je7H) -Ctt, «fl?««0# 
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(6 2) *NFP8-5 0 7 07 5 

mmma 

&ft?&n<D?*v-)v<?>£ 3 k * & tt <o <g ^ m £ & a -r & s« & « . a 
s&gj assume* s «T«j:3i:LtfHa4. ? * v - >u z mm-r z> ^mm 

«fl| .LfciHtWn©* £f#T . ,I*i&ttffi«»fc:£aJ6** ( * (± ffis CO & S & 
S # ^ £ 4§ s . ; offtste i 0 , + tz**fte>X*i| £ 3f-f 6 5Hi§ L 3 a fi 

|»fi«#)S + l:PEG-x;i.7tFiJ;K«i!) £ M L 

IHMflj 9 
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(6 3) ^^8-5 0 707 5 

9 *v -frz&n-r &mw&nsft?Mi:mi£ (mm*. mmm3 £#si) <o«t 
oizmmL. m&<?> mm . »»»«t»«>5'*v-/KDaK»i, w 

TOi^l:HPLCl;J:0SlgLft. * ? 0 . 1 M X tVH 7 V x 9 J -)V ( $ & 

ts. lissiJ ^ ? y — /hcjssl, hplci:salt> mmm#<r>9* 
•v b zm&L. #4t***y-*»i*HPLci:j:9i*iit. - 

ALft. 2 ^H|g L 9 * V -^«tf>#; 1 5 % # HI IR $ ft , ffl^*#lff 

**** i o 

as«lfcPEO«g) 

^FvSte-Cft & i i: fi^SnTS) S . StUCtt * <KT $ -£ -S #> iz 5 

4 yt'XTnmm ft ftzmMz&tti friz v xv- B&m>itiz&4 z it 

£ fa± $ ^ i: tff-MZtiZ . 5 % T ;W :/ 5 > I:: 
MLfcPEG-^*-/l.<7)igJK£^-rfc$-y:T, yh';Xt$Stt«OS^SIf 
=F®t:'&& £ i: *: . P E G - ^^-/MiifciSRfc 12 18 IS t *: ( ffl 

£ fef . A!)^^7f ( Harris and Herati ) „ Polymer Preprints. 32|: 1 
54-155 (1991)). 
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(64) #^P8-5 0 70 7 5 

#i 1 12 0 0 0 g/il<OPEG-f^-;^, 5 % T 7 $ y m&t* IZ 1 % ( 

lomifco. i giisatt:) <omi&-cm&Ltz . mmm 1 izm&Ltc j: a fc. z 
corns /p e Gmmizmznm l t L*sa t p e g j; o 

^-/Ugf^ffliSfT.. PEG*>-TC*>OfcttJfl"C& Sfl&o£-j£*ittti«#^i: 

. ?K u r ^ u ;m , *• «j x ^ ^ * df ir v u y , ikut^u^tsh. * »j if — * 
toy hv, sif >; ir * * 9 -f k ( 0! t a , ^ sty, 7^=fyi«, tnvny 
7* *h ? y , r a, a a, . ^ ? >- & if ) 

5- 4 ^ - x y ^-f 6 <0 £ *ij £ £ S i i: &hfr~? . £ft<btf>f&li:. ft& 
rtCPEGJ^tL^v^jgCltlSEU-C, ^Jffl^a^^rtlciit'SoTt:. .1 file J: 

zm^z>Kfrvizmmmmmmnftmmmmm*®w5-tt>ti&. 
mmm 1 1 

t* Aar t x v% a . 

tOD^^'jyiiUft, r ;u 3 - ;u ^ ft (09*. If. 3 - >- fa. ^u^-^^x 
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(65) #^F8 - 5 0 7 0 7 5 

t ?zi&* u -ym. # v * * i,3L + )Vfcy u -t u h % k*<o k lt, fsnsr 

f^fi&AJ;: J: Ota-S-SiiS . <r<oi§£-, -9" 4 9 n x 

# U > \t X ^ y - >V ( #J 3 0 % ) ^U-V?*-^ ( Cremaphor ) ( * V * * is 

Xhn-^fl : 20-1 : 1 0 0 iz % & V % V tltf * h % ^ . » HR 1*1 (iv) & 
Afcifc&LT, gQ^aE^)}6«(l*l>Wtr<Ot''Jf^ifi3 0%ti5 (-9- 
yK • 7 T-7ya-f ^/l' • a — tfU — z/ay ( Sandoz Pharmaceuti cal Corp 
oration) . flftSSD I - Z 1 0 (A4) . 1990) . — 8tiZf( ? v 

'jy^iaii. SftHJtsti.-c v^s ? * v - ;k?> t? jpr ft & a k m t&\m. -r%b 

A"fc LfcMM ( Milf. if-f ? nx,if'j y ) <o t? HR & 5S Ji , ISIS(I«oa-^itf*Jc 

* »J >- <?) £ f rj ffl # S S8 #l k . liyj£<9;5r:r-te/MI:iS<D-9--f 2? a * ,1f U y * ttm 

tst , & a s: & <?> 4 ^o^^-yy^f-^jiii+u^^jisfapfiTt^. 

S-t^^n^^y>-{i#M(*!^A{c:J: ►) § . Cl ft li £ fls® M * Ji 
v> < o <7) fl& <o J8 L . Kfcttr&oiBWttX&Jlfi: J: 

tit. $^,{c, S^fS + ttOn^^ijy ( * fcteffctfO&SWSiJBiJ ) 
-rSM&f'JjSti. ffFH*c7)^rt^{cj:saA§^^!fS!)®<0»IX^J: 0 JiBf*- 

£$>Sg£i8ltS i k . C k i^tl h . 
A^fiOS^^jSrtJc^tii^Xoit^^dfV-^co. HFSS^^jHak^-yx^ X 

^^*^tt5rHS6M9{c^-t. *f6BB<c^ 0 -c^^^ox^yy ( * tX: ffi to « 
«^ft8EJCP$'JS'J)^i*^tco^-CtPI«<0S$**>* ; fjBS$ns. 
1 2 
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(66) #3^8-5 0 7 07 5 

9 o - + ivm fa , £tzi&#v^7*\ i ft^<?>m#<nn>o&x-i!s t '*smiz%:?> 

*r ? -iztt^ zmftzmtt^v 4 ? n # y-*;umizm'&ti-£ & z t \z * *) . m 

ft * * - y ^/tifc»c. S'Jtr^-i:st s?y;n-t/Hi*jffi 
1 3 

4OJa±O*fi«tt«**#NIHfcJ:tf/4*:«iFDA0>*MII 

(»j=, a jew »&tt-c&i**EA0>ftft ) \z*?4 frx^t ? -zmm-t 
se*<oig«ikpau=, h « * r <o * & as * { bb 6 ti 
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(67) #1^8-5 0 70 7 5 

? * *■ K . & & i:' O # :r -t /Mfctt . i ti h <?> iff S , iff, W JS . 'J ^ ^ © *J «k 
, •> >f ? - fcttJH"*- & £ i: fc-p # ± t o 6 

. £«osoi83W{ijjiiss*»4.«rtjR«iNeiafcitst, as 1*1 rt a a k ± o » « m m tz 
im h - ^(Ejt-r s . tr-r*:fr{t£.mm$:n%.<r>mmm<?>&i\z 9- 

z\ <o * ? % & f&tb iz ? - y r i y ? z ti & mm t l x t& . mrnrn. wis, jul* 
mm&mmm. ^^&m<tm. #>-~m. 07;nyf . a 1 d s * 
hh . 4 >®f8.&m=F ( 1 gf-1 ) ^jtfc^ii, « is fist*?* 

ama^^amns^ ( m^mco^miz^m-c f> & ) frn-K-tsa 

f o/tscttftis. Pi«fcffi^*y^se (ldl) D-feT-^-coas 

iiftHLA-BTwi^ifiiltt. iSSf^y ( 01 * If . K & A & *: 

ASt, £ # > # II W *B JS ic ft £ti* f 1f->fh^^>-(0aiJf, I L - 
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(68) ^^F8 - 5 0 7 0 7 5 

? a # r -t /i^ i± , u« <r>a >*?mmfeiz}f-f &m?&mihmm<oti#>\z % c 
d 8 + TMmizfe®m&&=?£mmi- zcoiz&m?* & . 

K^-?- (cftr) c^aa^*«^:*nL-c 

If , &mD N A ae ii*r 7 tlX . ASMc: i* it $ ft S . H«lcU^if>fAt,* 

rt^ftLT. i£#^&^*l-<I!lfc3S^£Si#£*S^$-£.S. z k. iz i 0 . *7A)V* 

•7 ? v t #?S<9§?>ge v 4 ^ a* T-fe;PjRtf fc^ r -fe;Kt§ ffeT, Mrt 

jftmngftgai i -c « je fc ^ * rag ^jehe* ( i hc ) <r>mm 

(horn) *3<trjr^5- (collar) £ . 7;l/3-/l,i:iI41t 
«*T«fei*L;fc. MW&KIE-Cli. (b-h^XxAX (Heat S 

ystems) . XL2020. 20 KHz . 4 0 0 W&*aj7J ) {C & L S US -fe )V\Z 
. 3. 5ml«05%w/vc7)^t^ob'V (bhi^ji^y) £ 2m /£ . & £ * - 

ox-b^tztf. tk&Mtefcmmni&g. (0-80-c) -e£-j£-r.g>c:i:#T#s. 
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(69) n^¥8 - 5 0 7 0 7 5 

<o it » 3i *» <s> <i , aj^(i*<;l5 0W/cni2T^>o^.sie{ifl>3 0#ra-C^T-r 
t/nfytli, 2. 5 % w/vj§& -fe 7 r 7* » 9 * G - 2 5 7-* 58 i& # v A 

ASW&RJ&T-Ji . ¥%5&ittg*< 3 5 9 o y TgJiKi^^ 1 5 9 n y <o , 1ml 

cose*^7j-«-f-§ Jt^tc % ^ < o a> <o # & <rai, a 'i># m a * v m m ) 

V> . S 30 <o # j£ , ?l <D ifi # # 0 . 2 5^oy ( >7 •/ N V V ( Whatman , I nc 
) ) <7>7* J h y T ( Anotop) y U •( JILT iS tij £ if* 3fi t . F 

mtfmszizkA,k'iktiii±<-k£%<%& ( u v --aim-frftmx-mg. t ) 4 

T «<7>£JI:£ig*i;r??S?Si& t . 2 HI B Off 3 X-li , #^S7}>yr-*7# 
1 OO^fD rJOl^ h > ( kD) <7)-fe > h »J 3 y ( Centricon) S'I>7>ffi7 4 )V 9 — £ 

& & . IHC^i^l 0 0 0 G?5*®Si«tltS;il:J:»), * K Jfc <7) ^ * 
^ob'V (64. 5 kD ) <D±g&*H2ffii£:5IiaLfc. &&tz±£ ^#?M. (300 
kD) JBtTSgWLT I H C Zmmtfi: . U*'LClc7)^a-C(i*«72B<7)^*f* J ^^T* 
ft -3 . 

IHCcOfitaSl^ifjSSrttagacte, tyUlaVl Centricon) 3 H> # & T £> & . 
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(7 0) #^8-5 0707 5 

. >-g}<0*- ^ (horn) tiXTSAJ- (collar) £ % T )Vn — )V t 

Lfc. AMW5rRJET«. SS^jfc*-^ (b-r-^X-rAX ( Heat 
Systems) , XL2020, 2 0 KHz, 4 0 0Wft*ffl3))K:ftttL&K£-t:A' 
fc, 3. 5 ml<0 5 % w/ v <T>^t 7 o t' V ( h ; r- £ Jt i± *7 $s ; ^ ? o t' ^ / T 
JV7 5 >" W li . 5.*624T»ftLft) £iD*.fc.<$:l;:*->'t;'5r5-S:5 5'C 
teSJg Lfc&Jg . 5 5 -CX'<0Kmit»m<?) X o Th -> 

!f5j«ij£^H<oias (o-8 ot) r^«ti;t*'tH. phjs 6 . 8 -e£> -> 

cioi^s. a#^«ag«at}*7r-i:^hL^. m&n^owrn&fr t>\i . ai 

^Itt»l 5 OW/cm^tfto^. SliBJi*«j30^^-C^T-rS. ZtlX *) m^ft 

%£vw*. 1 h c coag?w=5:jaa Sr ^rigjc-fs 7 a ( fiow-through) 

SJMtKtttM. <7) J: t' y a X Vmm$Ltom-£r 

)V* a * - if. y <0 Sit ft £ . S§8[rn-7'Oft(,^R|5^S4>J:il 

^t&gH 1 6 

^ j£ H & <0 line . «fflL.Jt-t^.T<^Siai:tt^. 2 0mlc7>#^*c7)KJS-fe/t< 



1- ? yWk<T>*- V (horn) iiJ:tf#^- (collar) £ . T ^ 3 - )V t M S ± 3 & 
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(7 1) 07 07 5 

tS*Tffi# . ftSWSrRJSTti. jS^J**- ^ (t-hi/^fAX ( Heat S 
ystems) . XL2020. 20 KHz. 4 0 OWg^cffi^) K & Si L R JES -b /H; 
. 3. 5«l<?)5%w/v<?)\ ; £/nfy ( fc f* * fcli? 3/ ) £ iD £ . 
iz&y ••/ it &t it & % X* $> h . ><-7^*of* l J>'3. 5 ml * JO *z . & K * - 

yt*7-52 o^fca^LfciaMMfcifcifr*:. ?mt 6. 8 -cfc -> . 8* 

MiSteaj;Jj7-e-b-yr-L*:. »jf^#<OH-S£**><b»±. Hi^liftl 5 0W/d 

mm<?> ± o iz&mtto* Rmx-u . 3 $ ? a yx-wimmmw i 

o^tfo. imi^/co^i o s m<r>mzn?G^ &®m#nt>ixz> . £ *> « & r i* 

HtSglJ 1 7 

;»T-fc;MKjfl7 ■/ JfcffHb* jB^^T^iSttT^r 5 V f£ fig ft; CO fg S 

^JSHSi^Mfc. ffilLtt^TOgStifcl^ 2 0mltf)#:7A<ORj£-b^ 
f^yg^^-y (horn) fcit^?- (collar) T /W 3 - ;U t *f S £ 3 

& Jg * "C ifc # L *: . AlW^SlStlJ, iB a& * - V (b-h^X^AX( Heat 
Systems) , XL2020, 20 KHz. 4 0 0Wg^iiiA) tZ & m L tz R IE * IZ 
. 3. 5mlW5%w/veD^.^:^ot'^(bh^7tJi'>^)$:lniifc.R/6^ll 

3 7 y ft ^ -fb * S r $> S , ^-7/^07*^ ( * fc « , /<-7;Knh'j 
rnKA-TS^) 3. 5 ml £ in * . <^Jc*-^i:^5-S:20*Clc|ft^t^a 
Jgf3S5i§fcifc#>*: . pH« 6. j@#j£miBtefcb;>j7-C-b-yr-L*:. 93 

itHI#<0W-g3i ifj?j«±# 1 5 0 W/c«*"C» o . RJSJiift3 0#fS|-C 

aSiSftfc^-'SrSiSfcti. rta!t:*7t;Ml:?/ift^-7;^nf« 'J f ( £ 

"7 
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(72) ^f^F8 - 5 0 7 0 7 5 

H H ffJ 1 8 

tru H#f-»5' -'j^i (plp) <v£ o*tvxtv v ?mmm*-c$ t> 
iz®mLt:*®&^*yu grants 

j«fc£f§&7ttf>fc, ihcs-plp (^jjiwroAf u 7 ^^ftBf) k § a> fe 

K J5 £ . hU«f«I HC (9t)|0ll40>J:-3fc:ft6*i.£) <0 !& ii % £ M Si 
TT1 OX;tSSJi*Lt. KSiiiSLfc I HC19»(0 1 0 ml £ . 6Iffl 
SO KRofc. *$r**JHfc«)PLP/HbS#RMSfc 
.1 ft « . 0. 1/3. 0, 0. 75/3. 0. 1. 5/3. 0, 3. 0/3. 
0. 4. 2/3. 0, 6. 0/3. OTftJ. 30*S, 10te3fi*fjfitf)*i!t-ft: 

h U flr A * Jn* . Sfet30#Bi/77*»tIjcLfc. vtizmmtot 

££S£fc-r 6 2 , 3-DPG('jyyEF6 (82) bTMf&-r*)tf>fPJflfc:# 
£*>6O0>S*0>*$:*«»K:J: 0 , P L P Ii<OSS(0«Jnic l 0 P„tf* 

ja-*-*. ( wtmmm&&<BiT~r & ) iHc*i#<iii5t*^3. 

^'Jlfl/X^'j3-* (PEG) Mttf»9, **J6ttT-* 0 . fflfla{*«f 

li. ttKtt^fiV)£ k *fvi«8 itT v% & . U#V-Afc fc , PEGW 

&•£■/& 0 J: 0«»i^ia**iiin-r £ i k #JLv>*5S iifc . . ft* 
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(73) #^F8-5 07 07 5 

«l:PEGJiAtSi> « 81 b# H £ if So § -£ 6 i b Wl-WZtiZ . ga^Jni 

$• WU-r S £ i: * J -C# *: . PEG-f*-*li*f i:Et«**tiI(Lfc (fl 

£ fcf , A (J ^ t \ 7 f ( Harris and Herati ) . Polymer Preprints, 32|: 1 
5 4 ( 1 9 9 1 ) ) . 
#^F* 2 0 0 0 g/ml<r)PEG-^;t-/U£. SX^^^atf^fttt + ClX 

(iomi {co. i g t-ti) comi&X'Wffi . z<7>s& / p e Gmmznm 
mi 4izumvt:x o izm^&mimz lx . 9&tt*ft*tt*ft**jftL£. 
g|*W2 o 

i Hczmmm 1 4 cem «t ^cpSLt. ^tRo^r^ ( < 

Beauchamp) . Analytical Biochemistry, 131:25 — 33. 1 9 8 3 )1: 
IK V» , # ^ S 1 0 , 000 (PEG 10k) »#!)lf |/y/!)3-*t 1 , 
1 ' -*^-f-^y'iS/y-^CD I fcRJBStffc. I H C Sr 5 0mMtf>*»7& 

!S*g«?KpH8. 0CSIU peg-cd i (HM^nt*yj>-'y|:itL-r 2 

ft*****!) *jni. Kmrn-^mim^T 6(^mmn l*. &K#s>ix*: p e 
g - i h c zipm lx »m l % t . £!»«Digs-ft£Ji&jg*fc 

^Mffl|2 1 

i Hc»#**iaftt8fc»i:. seas, s^ssisfa. wiftaas. 

£ it <o «D W , 1%. 2. 5%. 5%, * L X 1 0 %cO's ; E t'>-*8ifca» 
Ufc . £ ft <c> « £ *: , 1*»^ 1 0%^ t^fttoSSt. ^^e^oh'^t 
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(74) ^^F8-5 0 707 5 

wuzn. &®(?>%.mi&&u o — 8 o -ctmn tti . &m% mft&s&it$)7 o-c-c 

fo -o ?C « 

& § ti ?t . £ ft i o ^ vm^ s * « m vM»f 0 -e « i h c co a& u ^ * a» ^> fc a* . * 

m<r>*&8.\tm 1 5 07 7 h/c«'tfcS. flficO&J9-coiiJgTi£&C0IHC## 
*ttW2 2 

^-p-c. tfy&tiLX'nwimmmi: mums . * <r k as an £ & it -r h £ t & 

JFHU. *«BJcO'v^^ob*yf»/h«J± < lcotg^$:#-rs„ mi *£ co ffi 09 1 6 
LT 1>S . ^^D*X7rSF. BCNU, ^^7r5y, 9 # V — ;W , # V T 

A 7 * )V if? Z Z b WC * h . 

f *V -iV*±a.m ( SB O ) 5 mg/ ml CO IS . 3 . 5 ml CO 5 

b'^M£ RlSg&fcJR 0 , £co^Sfc3. 5 ml co S B O / 9 * V - 
HSS01J1 6tcieSiLfcJ:3»c£<02Jico&^^£jS^&*!JJIb-t. 
SBO/^^y-^^-^^rfSlRlit/vr^^it^^^ab'x^^^^. 
^MfflJ2 3 

Xj<VhU*r-t-h£5 mg/ ml CO it jg T' fl? L £ . .T CO * & 1 ml £ , 7*^ 

O — -y ? ( Pluronic ) -65 (^yxfl/y^^i/Kt^'jrntl/y^^yK 
<0/n.y?«i^«t) £/B^T, 4 mlco^S?*T'?L-fb L . £ £ & & * < W/ 
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(7 5) :f$3FP8-5 0 707 5 

O) 8& /h x •? ;U a ^ £: f£ j£ L . 3 . 5 ml<0 5 ^ o b* v Mt8LZ , 3. 5 

mlOC:<OW/Ot/|xxv/l,i; 3 ytilL. 3 0#|§llI#i&£fiS!£- L*C s ^Vh 

f£ fifc £ f» . 

^oh'y. T/UT' $ v& £ . fi&mf, IHCic^^nb'^Srftiji-f&Mi&itilra 
&*mt VX . mMM2 3 <V*m&mm<?)Kh>0 lZ^*7oV>t: I HC# 
fc*Tt/HEtS:J:i«tn. ^*^o try 1 0%cD«£T*fc:&8¥U*:. 
■rOTkJg&lmlST. x y ? ( Pluronic) - 65 ( ^ 'J Xf U >^ =if y K J: 

, S^^rMft* (W/O ) {S^X7/L-y 3 yJ:#iL^. 3. 5ml<05%^^^ 
Qt'yS?gS. 'n.* h* > £ 3 . 5 mltf) » ^ W/O a > 

2 JI <0 31 % £• 3 O^raS^&WSSr Lt , ^ * ^ o b* y * W S 
#r-fe/Mfc$t/hx-?/P>?3 ySr-^^-rST^tt^^^ob'vfPfife*^^^. -I<0 
# £ « . i He<om/J^SfcOco^ ; &^ob'>'<o«£Jt$-tiJii$-iJ-s<o{cfl-S9-Cib 

o , «so -cis^ l mm***:. 
mmm 2 5 

tf>g)iam;feH!lB&& ( 1 9 f — m R I ) 

tcw«Lfc. «i4ita7K + ^a7 7ft«ft*f«2 osi% 

Lfc . ClO&S^mlS:. ( ketamine) Tiff»Lfc*T?-?'- H — 

W (Sprague Dawley) 7 h tC , SS?IJ^UaAL/l. ii 7 >y (fc & ft * fit 
tf> •<( b' # :ffi £ , 7'/U^ - ( Bruker) 5 0 0 MHz NMR5£g"C 19 F — MR I liZ 
<£ 9 St L *: . 5 7 h H 0 cmO isFrJ-f/KpfcAil, T R = 1 TE = 20 

5 f U 2 5 6 X 1 2 8<?)f-?7h'J 7 ^XTTJiy-^yxJffl 
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(7 6) &*t¥8-5 0707 5 

i mm®, f c <o * as iff ia . * t x wmizwm lt . fc 
o - « # ss t tarn ? UK. m&.<tbwmcowitifr t> . ^ 

ggiSffl 2 6 

nnm2 2 9>x $ tz*7*jiu{iL**v — *' (sbo + ) fc-a-^s^&tt's* 
?-at'>ftf8.ftzmm tfc. * » s ?s fli « . *tir£3i£is**r 2 0 s 

BOi U. CI commit 2 ml £ , ir^*y( ketamine) T'ffif^U/i^T^ — ^ ■ 
H- U 4 < Sprague Dawley ) 7 7 M: > ISll^tt . 

if-^-caas l*: . »am&**»se«L.. * ? y l . h 

tflff «A»<5> HJJR § it* . <I*ta*. «ia^<DB!3!ttf>i£ii fc K iff AS ^ <*> tit $r £ ft 
ggjfiM 2 7 

iffl* Lftxr?-/ • F- W 9 v h (350-400 s) tC^Sf^»IIR*»4> 
ilT-r- yPSrAftS. 10#ISI£>t't'C*aill»*>tt7 0%&R-?£:. 5 fet: 1 O 
#IB9-yF*£*>*ttTltJ*L, «CP„««28 uHgAltKft I H C <0 |5| J» 36 tt 

XKW 2 8 

( -f 5: *> *> , P 50 <2 8 mmHg ) lHC«,Kf£ig£3Dl!rt < liai*-CiI#iI>l-r.S 

»*j:«3*v*»«t (-r*;b^, «jt35(a) r<o^KS&ftai-rs7ttf). i hcii 
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(77) #^8-5 070 7 5 

mm-rt. i^^ssLtxr?-/' f-h ? ? v<r>mm<?>mwim*- 
mmizmx-r s . am? v htn, *t**i5#ra«ett-fL. je**jiil«*** 

/I'-fhyV'iJfi (NBT) £ « h y ;s y L T L i|BJia<D 

^ M 2 9 

«9UX77-/ • K-H9»b (35 0~400g) *f- SB ® » IR & 
^r-x/U-SrAftS,, 5 <•/ h cojfli?ffi*£7> 2 0 % 3? L ^ I HCcol§IP551±®jS!fe 

y ^ ^ ia t- m & * tssx-r s . justtn »s^«kl. wn-r **>%*r*tt^* 

7n\z'yco&&iZ^\ l \X &Lm*m&~r & . I HCW r g$ & j « ft gfl # « ffc T* & * 

(«^t, * «k 9 <s a?£ -c- & * ) 7t*. a^^uitc«i: , ?jiiiaico^tB(c:±*<-5-c< 

^tfeW 3 0 

m&&ft<r)tZlt><7) I HC 7 7 b CO '0118 ft # 

£mTAlW£D*iR3-i2-s. 'DSaS-. IHC (ifclilHC/FC, £ rtrteT/l' 
EM K t& ift ( r 'l> £1 iffi J ( Cardioplegia medium) -CM) fc « » f S . 

. l lx:fc#aiL£#£,CMT£fc#igffi35?-.&. iJ?t:i HCfiifftSSSi 4 
0 mlT 1 2ttl 2 B|ia«»tS . <K \^ ffi # ( 1 8mmHg) X' I H C t§ % £ & B IZ 
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(78) #^F8-5 0 70 7 5 

co 

mmm3 1 

*»IR*j««Jfc? 5 yrtjhtolSvLtt^ 4 fr MM U , Kilt 

aifti: Lt I HC (*fcttIHC/PC, Uli7;^$y/FC) 
£ SHUtl r.C>H{ff^m«fij ^»l«c0«7ct 5 0 0 £ 1 0 0 mlT-fS. 

CilStS. t>lztEi6 J: T/£Si&MP fcMJi L . A 4 ^ X CO i§-£ 

&1L@L3 2 

tt<og+»: I hc (iitliiHC/FC, ifcttr;^5y/FC) 

J; o %&ft<r>m k LT tit . Jfill 1 » j£ « t i& BR Nt ft ** * S . ^ifeS© 

£*g»-r s .r t h . znmmtefrUT-ft^zti. mt ii£.m#]izmft&cD 
mmmizmz-r ftbtiz ) <r>*)v- >m&comiz hmmniimtf'ffbit 

& . H^<0*SS* 4 jS»? v***JclB**«l&-**4fctf>fc:, B* m W Jill & i§ JS? B5 
+ fc7/W*V^D Atf^JlSft* #f6HJ|<o I H C (JtlilHC/FC. £ 



JP0008507075ffile7/ohsprfs01/lpdata/ip/FOLEYPat/PatentDocuments/JP0008507075.cpcl 



Page 79 of 91 



(79) #^F8 - 5 0 7 0 7 5 

xmms 3 

f ^yi£0*-y (horn) & J: 5 - (collar) £ . 7^3-^!:li4i4 

. nsw^RiE-ca, m^mx-y (t-h-/^fix ( Heat s 

ystems) . XL2020, 20 KHz. 4 0 0 W&jz&jj ) izmtft L K JtS -«r ;P lz 
, 3. 5b1««I«5%w/vUSP (#ffl&Jl:fr) t Mfil it T ^ 7 5 y ( T ^ 
7 r • -fe 5 tf jl — T" -f •y^Xtt ( Alpha Therapeutics Corporation ) ) ) S: iH £ 
. i)Cfc^->-i:^5-Sr2 2*Ctcia^L7 v v:iaSP«5}§(c£fe*b/v:. 2 2tt<OK 
lE(i«iStcoJ:dT-*o^**. £fi£!|%l«:J£«2ffl?>i&£ < 0 ~ 4 0 *C ) 

6 mlcO K r# 7 O y y (C 9 F 20 ) £ JD , j@ ^ & S M « ffi 7J 7 
T-fc •/ r- Lft. SDi.7tia7 -/fliMfl:*^<Ofi{±lml*g|*»^^l 3 ml £ -C'^ft L 
, iS^r^F ^WJR^a^SFTJ) 6 . SiEttl!) 3 0 #S t^T t 4 . mi OfflV^ 

<on-7;^oy tytifts. #fc*ttSiSft£*t»&3S4U;:4ic-c«:f?-r£. 

ASW^RlETtt. ¥%&Ifi@ri*2$?uyT'&ifSiIiSa { l$?o>'?K 1ml 
Sfc0f«JlxiO9(l^^*#*t-|,?t?a*<»/c>^l>. / rco^fiJca-C«.l7->fX 

mmms 4 

a»Tawciffi^fe^-7;^nh'jyf^7sy ( c,,f,,n ) k^-y 
^a-phUTobvursy (c.f„n) 

5%w/vOUSPt Mj»7^/S> (3. 5 ml) t 7^^n7S > ( 6 «1 
) £ # 7 * £ IS -fe JD * . & 8 £ O S ^ life £ & St L £ . KJS&fMi. 3£J£iaj£ 
# 7 T' £> 9 . ?§ & £ « 2 2 'C T' & 0 . KJ5^^a«3 OfCSot. gSig^^ 
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(80) *f£S¥8-5 0707 5 

si*ji:i«?ix^gis«A'-7;^Dh 'jrot^rsy C (C 3 F 7 ) 3 N ) 

tA-7/^nM;^f^7Sy ( ( C 4 F 9 ) 3 N } . T^i»@2 5^o>'-C* 

$ #1. h (lxl 0 9&/ml ) . 
^fiftfll 3 5 

iS^?%^Kflagfc^A-7^^nf^ 'J y ( C , „ F , „ ) 

5%w/vc0USPh Mir/l'/i y ( 3. 5ml) k^-7^*Of* 'J V 
(C 10 F 18 ; 6ml) * # ? * Kfc -fe >HC Jo £ . iti 5t S O iS # i* 2r SSISt L . RfS 
jfefrtt. 5SJKfa5S**7T&9, 2 21CT* 0 , RMBttft3 0»T* 

7;y(iF D A#fgT5T L 7t®7 •/ {kiSHk*fg (7/1'^V/l'DA) <D± S 
^ 5 . 

H^ffl 3 6 

iSft^^mc ^-7 71- :*ol 5-?7»»y-5 (C.P.,0,) cr>^ 

j£_ 

5%w/v<^)USPhM»7^/$y (3. 5ml) t7^jj-a^^»7^--f 
*(C„F„0,i 6 ml) i H 5 XKfc*)i>l l Ztox. . iU&ScOjgW&S-BSWL*: 
. KE^fftt. §SJKa5£#7-C'&9. jgjaSti 2 2 ^CTS. •) . 6trt>B$H!«;ff730 

t<07;^o;7'>^-f/l'i { ^l?li^. HIS. 3fi7 fc£SHt*3t<0ft«3*T. 

-j £ „ 

HSSfll 3 7 

^^^%F^(C:M«ggti^^^-7^^-o-t-y^/U-7'-r>- (CF..H,) CDS 
5%w/vCDUSPfc MjlT/l^ySy ( 3. 5 ml) i: C 10 F 18 H 2 ( 6 ml) 
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(8 1) #^F8-5 0707 5 

« 7 . miSjS«22X:, KJEB*ft|«#30##ftSmcfil!fflT£2>-e*>^3. CI 

^Mi 3 8 

5 E <9 7 y hlZ* x - f ^HUISK* 1 <o , 2 0%v/vWl7 >y ft & ft 
*3SM!&I (HSAlflIffSfcittaftf,iifcA-7yKn/ty) Sri 0 

^st=i57t:^TaAL^. &y v itmit*mu. & n 7 -y x - m m m o ^ *> - 

jR£#S14T'& 6 . 51^^33 7 y -fb^fl:*3Rli. F D A <7) fg ^ L A I JflL fS ft W 
L -C SI *> asai< 91^*: . 0. 5. 2. 8 *5 J: 2 4 BSO B KlS^fc 5 -y 

h it-t^x mmx-h o . tx v^s « «a ^ is & * . seiw? 

•yMi, 90BSi«.4#LtJ39«!*T*^. it « 69 * *6 . FDACS"I$n 
ft^IiO? y htCfcttS^cOittLDsoi-CftO. CliXlijS7 -y fl: & ft * ffl # 

££6p13 9 

3 i<7)&7 >yfcl%K*mb&ft?1%ftlz®®Ztltz®7 >y fc*5lg> 1 9 f 

S&i«#7^F"1{;:ittStf>S>*T.*:jfi7 7il:Sft*t!:fi7 -y<L^^*S-€-Ot, 
(OfONMR^^; F/I^S^ 7 r ;l^^ - ( Bruker ) 5 0 0 MHzN M R gl ^ ffl V^t f 
fc . f(0*flliitt*5 4 7 0. 5 6MHzT. mW. £ 1 9 F l£ ^ h -£ .. o >y * 
y^£7)£J6£g* f }|&j££&ffiL. o ppid-C 7l^5j-y (CC 1 3 F) ^-f^XO* 
*< 9 b )V <T> 9Y 8imi£ t t fc . '*—7>V*nS1->kCC l 3 F £ 5 nunc?) NMRf 
* — 7" K A ft Jfc . f4&&/^-7/W*uy- 7 -ycD.X'<7lwl/«:, 2*7 h^y-v- 
7*=5:tf-^A«fcO,' loa-8 7 ppmT & 9 , ffi*>-fevMi-127, -128 
. H «k - 1 3 3 ppm<0 t-?Tloyi. 
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(82) ^^8-5 07 075 

mmm& t>&^~>ri-juw'&t>ti. e-n^ij^Bii-si. -121. - 

122fcJ:V-126 ppmizh -? *: . S^fctiSt + fciS^jafifciS:? v it&it 

*$^«fit5i:, - 7 ;w * o y y Ktefk^W* tzltmm± <?>3£{kl± 

fc. C 9 F 20 -Cfci, 2^c7)Slj<i^«il|*<«^$iX^: 1 Ofctifc - 8 0 PP m 

tc FjCjitjG-rsi^t^ to 1 rxn&mi&m- 1 25 ppm-e cF,t»«Lfc 



gjfeJU 0 

iiSfilONMRX^^b;^, — ( Bruker) 5 0 0 MHzN M R 51 S 

zm^xnt:. -e<7)Jtmiiiftis-c&s4 7o. 5 6MHzr. sib£ 19 f tc 

. O-y^y^OfcttfcftTlcXftii (d,-i;^t^X^*Jfj/H (d t -DMS 
O ) ) £ ft ffl L > 0 ppidT 7 * >- (CC 1 3 F) Sr-r^-COX"?.?^ 
5g i: L . ^ - 7 ^ * n K X # V ( » j5 7 7 *C ) tds-DMS0^1ST5iii 
NMRf j-/CAftit. S^-Sia^T^v^x^^h^SrSX 1 ). & <o © £ «!I JE 
Lfc . - 8 1 PPmTC0gl<OiS<Ox- * liia&OMgt b L T . klT^idtc^Sft 
6 : 

- 8 1 ppi?o«o(i ( Hz) iajg ( x: ) 

5 1.1 10 2 

5 7.0 8 2 

6 4.6 5 6 0 

K^X'*.? hfrtfi&m<7)±ftt b i>lz-> thibZ . ft # 2r % Sf h ¥ 

M £ #> CC . A'-7;i,^nFf*yC^y^yJiII-it < ft 2 

%v/v) . m&ox 0 tz. y >i>* a v 7 * > tfmikvtmfr e>m#vtm'\& 
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(83) t*F8-5 070 7 5 



mom (Hz) b. m ro_ 

- 8 2 ppn -12 3. 3 ppm 

21.26 8 7. 17 77 

16 5.89 28 0. 50 67 

216.6 34 1.2 57 

290.77 4 36.15 47 

57 8.27 451.33 37 

57 7.62 525.11 27 

n ktLti^ - y )v*xi h r * > / ^ > 9 v M&mit , m&tfi&<^mztiz x 

fFHi * fmmmizmtE.it l . i9 Fiif&aij t tx fcm-r&an-tz* m tc m » 1*1 <o 
iiM4 i 

mm (Phantom) t7) 19 F@^t^HSBfll 

-7^3j-Dhl>^^;l,r$>'?:.llife««l33i:34tiailL^ [ J:3(c-^«L^. 
LfcSfflftfci 6 0 h *) . Clti.*iSA«*^^iKL. 2 ml £ * 'J x 

-Cjl&LTV">STfT|g<0>-' — ^VX ( Siemens) 2 T MRlHSdOcs 19 F 
:M ;P ) t A ft . x 3 - 1$ IS (TE) Sri OSUSK *LTia9iILi$fg (T 
R) £ 3 0 0 8> ( 2 5 6 X 2 5 6 7 hU*;U) £ L T . S^OtCij^o-Cf-jL 
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m m m mm) . m Bfeggga 

1 1. 8 ®a6-C£if 

1/2 o. 9 Sa6TSif 

1/4 0.4 5 S*F 

1/10 0.18 Mi? 

1 /5 0 0.0 9 

1/1 0 0 0.0 2 ^i§?9 



<(R/C7 f -^*^^n^„ ( 1/1 00 ; 0. 02M) T <D » . jjftt 

<t) f 0 a fc m mm « * *» -> * . 

4 y v ho? njft mi: mmn* 9 Fm&#mw& 

3 0 0 go? •/ b fc . HSAf6iiiii-fgSSift(:Staftf>ii)t2 0 % v 

LT. ffFM . BH, £Hii3 i tfB<l>£ a 0 iB L fc . & 01 If . r£flFIIi£. 1 Ocm 
ls F3>f^tlfil,t^ 54fX5 MR IgltA^Dt. TR=lfK TE = 
20SU», *Lt 2 5 6 xi28flf-^F"J»^ ( 3: *> <=> , 1 28W 

aA^2^f^^WfffISx=Jr^><OT^<08l3SiSti.aA<05BfS<OX=>E-A'yJ: 
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(85) m^WS - 5 0 7 0 7 5 

L T V* . 
^iW4 3 

1 5 0 g«7 7 h (,Z . HSA^^firtKMtaA^flfcaO^v/vmA"- 
7;^D/t>'2ilJ 1 OttfaKfcfc^TiiAL*:. & ic £ ? h £ . 1 Oci'' 
F3>f;K'Il5LT^S4f X7MRI^I(:Ailt. H « £ 3X 4 Mfc . 7^ 
Jt^S^CKSU. T R = 1 » , T E = 2 0 S 'J # , fLT 2 5 6 xl28 
cof-^vh 'J 1 2 8 O ffl 3 - -r 4 y /Ig> 1 6<7)y/t 

^-7yKnyfy#tHSAiag^fg(OaA» 1 15*i> 2«fSB*3 

3 0 0«<0 7 7 hfc. HSAiS7>^f£il*!{;:Stji#><J>*l.*:2 0%v/v«A- 
7;^ot-'7n/2%^>'n ( £ 7t (i . A--7^*nyff*v||fej:i;i 
%31/^fn-;H 5ilJ > 1 O^SCijfcotaAtS. ^C57 hS:. 15 
cm 3 4 ( j^-vX ( Siemens) 1. 5f IKI) Ift ( 

2 5 6 x 2 5 6 7M)»;x) * IX £ £ A tC . 1 0 S !)»«TE k 3 0 0»OT 

L < ^ o ^ 7 7 h £ JD «fc ^ KO^fcAiiT. £ & ift 3 7'CTt-:?£SXS. 
gA@Li 5 
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(86) #^¥8-5 0707 5 

3 0 0 g<05 7 h tZ , HSAJg^^^rttCi*ta^)'c>*T.Jt2 0 % v / v CD ;\* - 

4 ^ ( y^- ( Siemens) 1. 5f^7MRIgI) tZAtlZ . Bfft (25 

6X25.6'7h l J»n) £ K & >t #> K > 70S'J#«TE!:3g>OTRJfiffl 
tS. ^-^S-lX&frfc:. 5 ••/ M;: ft JR ffl Ji £ JR 9 ft 6 . B!*ftiMi£-«SD§^ 
*fc*>t=. •/ h £183?^ ^A-KAfi.. tfti|Ii:H«£JRS. ^t:5-y h 
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